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PROCEEDI NGS

MS. NASHMAN. Good norning, everybody. W are
ready to begin this neeting of the Othopedic and
Rehabilitati on Devices Panel .

My nanme is Jodi Nashman. | am a bionedica
engi neer, executive secretary of this panel, and a revi ewer
on the Orthopedi c Devices Branch.

| would Iike to rem nd everyone that you are
requested to sign in on the attendance sheets which are
avail able at the tables by the doors. You nmay al so pick up
an agenda and information about today's neeting including
how to find out about future neeting dates through the
advi sory panel phone line and al so how to obtain neeting
m nutes or transcripts outside by the door.

| amgoing to now read two statenments that are
required to be read into the record.

First, is the deputization of tenmporary voting
menber statenment. The second is the conflict of interest
st at enent .

Pursuant to the authority granted under the
Medi cal Devices Advisory Conmttee charter, dated COctober
27th, 1990, and as anended April 20th, 1995, | appoint the
foll ow ng people as voting nenbers of the O thopedic and

Rehabilitation Devices Panel for the duration of the neeting
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on June 9th and 10th, 1997: Marcus P. Besser, A Seth
Greenwal d, David L. Nelson, Roger M Nelson, Sally A
Rudi cel, and Harry B. Skinner, M D

For the record, these people are Speci al
Gover nnment Enpl oyees and are either a consultant to this
panel or consultant or voting nmenber of another panel under
t he Medi cal Devices Advisory Commttee. They have undergone
the customary conflict of interest review. They have
reviewed the material to be considered at this neeting.

Al so, because the position of panel chairman for
the Orthopedic and Rehabilitation Devices Panel is currently
vacant, | appoint Barbara D. Boyan, Ph.D., to act as a
tenporary chairman for the duration of the Othopedic and
Rehabilitation Devices Panel neeting on June 9th and 10t h,
1997.

For the record, Dr. Boyan is a Special Governnent
Enpl oyee and is a voting nenber of the Othopedic and
Rehabilitati on Devices Panel. Dr. Boyan has undergone the
customary conflict of interest review, she has reviewed the
material to be considered at this neeting.

This is signed D. Bruce Burlington, MD., the
Director for the Center for Devices and Radi ol ogi cal Heal th,
and it is dated 5-28-97.

The conflict of interest statenent. The follow ng
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announcenent addresses conflict of interest issues
associated wth this neeting and is nade part of the record
to preclude even the appearance of an inpropriety.

To determine if any conflict existed, the Agency
reviewed the submtted agenda and all financial interests
reported by the commttee participants. The conflict of
interest statutes prohibit Special Governnment Enpl oyees from
participating in matters that could affect their or their
enpl oyer's financial interests. However, the Agency has
determ ned that participation of certain nenbers and
consultants, the need for whose service outweighs the
potential conflict of interest involved is in the best
interest of the Governnent.

Wai vers have been granted for Dr. David Nel son and
Dr. Harry Skinner for their interest in firnms which could
potentially be affected by the panel's discussions. The
wai vers permt these individuals to participate in al
matters before the panel.

Copi es of these waivers nmay be obtained fromthe
Agency's Freedom of Information Ofice, Room 12A-15 of the
Par kI awn Bui | di ng.

Before turning the neeting over to Dr. Boyan, |
woul d like to introduce our distinguished panel nenbers who
are generously giving their time to help the FDA in the
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matters bei ng di scussed today, and other FDA staff seated at
this table.

| will just start fromny left. Dr. Doris Hol eman
is the Consuner Rep for the panel. Dr. Raynond Silkaitis is
the Industry Rep for the panel. Both Dr. Holeman and Dr.
Silkaitis are nonvoting nenbers.

Dr. Roger M Nelson, who is not to be confused
with Dr. David L. Nelson; to ny left is the Chairnman,
Barbara D. Boyan or Acting Chairman; nyself, Jodi Nashman;
to my right, Dr. Marcus Besser; tenporarily mssing in
action is Dr. Leela Rangaswany; Dr. Sally A. Rudicel, A
Seth Geenwal d, and Dr. Harry Skinner.

Al so seated at the table is the Division D rector
for the Division of General and Restorative Health, Dr.
Celia Wtten.

At this time, | would like to turn the neeting
over to our chairperson, Dr. Barbara Boyan.

Welcome

DR. BOYAN: Good norning. M name is Dr. Barbara
Boyan and | amthe tenporary chairperson acting for this
meet i ng.

Today, the panel wll be maki ng recomendations to
the Food and Drug Admi nistration on three Cass |11

pre- anendnent s prenmar ket approval applications. | would

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



aj h

like to note for the record that the voting nmenbers present
constitute a quorum as required by 21 CFR Part 14.

Before getting started on the PMA applications,
would like to turn the neeting over to JimDillard, Deputy
Director, Division of General and Restorative Devices, who
wi |l describe to the panel happenings in the division since
the | ast panel neeting.

After Jim s presentation, Mark Ml kerson, Branch
Chief of the Othopedics Branch, and Tracey Bourke, Medi cal
O ficer of the Rehabilitation Devices Branch, wll present
branch updat es.

Jim

Orthopedics & Rehabilitation Branch Devices:
Progress Since Last Panel Meeting

MR. DI LLARD: Thank you, Dr. Boyan.

First of all, I would like to just begin by
wel com ng you all to Maryland. W appreciate that you have
cone and gl adly donated your tine to help us in the three
PMAs that will be before us both today and tonorrow, so
again wel cone and thank you very nuch and Dr. Boyan for
chairing the neeting. W appreciate it.

What | would like to do, to begin with, is just
give you a brief update fromthe last tinme the Othopedic

and Rehabilitative Panel net and the happeni ngs fromthat
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time, and then, as Dr. Boyan nentioned, turn it over to Mark
Mel kerson and Tracey Bourke to give an update of their
branch activities, and then what | would like to do is spend
a fewmnutes to try to let the panel know, as well as the
audi ence, about Class Il pre-anendnents devices of which
the three products that we are going to be | ooking at over
the next three days constitute that classification.

To begin wth, the last tine the Orthopedic and
Rehabilitati on Devices Panel nmet, it was actually a split
meeting. The first day the panel was together to discuss
Carticel from Genzynme and there was as full-day di scussion,
as well as sone discussion and updates about what is
happening in terns of tissue regulation at the Agency.

VWhat | would to nention is that at that point in
time, the Center for Biologics Evaluation and Research was
utilizing our panel for your expertise during that day of
deliberation. Currently, the Center for Biologics continues
to work with the sponsor of Carticel in noving forward on
activity for a final decision. To this point, to the best
of ny know edge, there has not been a final decision on the
pr oduct .

The second day was devoted to bone void fillers,
whi ch was actually sonmething that the Division of Genera
and Restorative Devices has been interested in, and what we

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



aj h

took fromyour input at that panel neeting is to work with
vari ous manufacturers as we nove forward to try to determ ne
what sorts of clinical trials and what sort of endpoints, as
well as pre-clinical information, is necessary for us to be
| ooking at as we are | ooking at new bone void filling
materials. | think what that is going to be is the

begi nni ng of maybe at |east one, if not two nore,
interactions with you as panel nenbers as we nove forward to
clarify our direction in bone void fillers in various
portions of the body.

At this point, | guess then that is really the
update that | have fromthat two-panel neeting, and | wll
turn it over now to Mark Mel kerson, and he is going to talk
alittle bit about sone of the prograns that are going on in
the Orthopedi c Devices Branch.

Mar k.

Branch Update: Orthopedic Devices Branch

MR. MELKERSON: Good norning. M nane is Mark

Mel kerson. | amthe Branch Chief of the Othopedic Devices
Br anch.

[Slide.]

Before we get started with the updates, | would
like to go through sonme of our staff changes. | wll start

with Janine Murris. Even though she is on the second side,
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she is our newest menber to the O thopedic Branch. Janine,
woul d you like to stand up for a second. This is nmy chance
to enbarrass people once in a while.

Next to her is Same N ver. Peter Alen. Qur
consuner safety technician, Mchael Courtney. Erin Keith,
who will be presenting one of the PMAsS tonorrow. Aric
Kaiser. Next to himis Paul WIIians.

Sitting in the front row, who is not on our staff,
but will be presenting the clinical data for all three PMAs,
Dr. Stephen Nightingale. 1In the front row we have Hany
Deman. On the far side, who will be flipping slides, John
Goode.

[Slide.]

As far as updates fromour PMA approvals, we
brought the Sul zer Orthopedics, at that point intinme it was
the Internmedi x Orthopedics, Natural Knee. That PMA has now
been approved. One PMA that did not cone before the panel,
but was approved recently, was the DePuy Bone Cenent.

[Slide.]

Qui dance docunents for '97. W have conpleted two
and they were official in April 1997. The January date was
when they were initially draft, and by the tinme they went
through their formal approval process, it was April 8th,
bel i eve, of 1997.
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[Slide.]

One new gui dance docunent that wll be com ng out
soon -- and that cane through sone assistance of the AACS
Device Forum as well as H MA and the OZMA task groups was
redrafting the polyethylene guidance. FDA plans to convert
it intoits format and use that as a final guidance.

[Slide.]

In terns of Class Il pre-anendnents devices,
simlar to the three you will be reviewing at this panel,

there will be calls for PMAs for 515(b)'s for a netal on

metal. Currently, that is pending. The resurfacing
conponent -- and resurfacing is where you | eave the fenoral
head i ntact and do not resect the neck -- was al so going

forward as a 515(b) or call for PNA

[Slide.]

For informational purposes, August of 1997, we
have two products that will be due for their 515(i)'s, and
that is a call for information. The sem -constrai ned
shoul ders, which is currently being worked on, are the
reclassification efforts fromthe American Acadeny of
Ot hopedi ¢ Surgeons Device Forum and al so the constrai ned
el bows, again under reclassification efforts fromthe AACS
Devi ce Forum

[Slide.]
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Gui dance docunents. As | nentioned earlier, we
have been working on the ultra-high nol ecul ar - wei ght
pol yet hyl ene. We have conpleted the external fixator and | M
rods. O her ones that are currently being worked on are the
porous coated plasma sprays, and clinical study designs and
outcones. It is just being initiated with the assistance of
t he AACS Devi ce Forum

Recl assification efforts that the Device Forum has
been working along with FDA. The Device Forum for those
that aren't aware of it, consists of the Othopedi c Research
Soci ety, Anmerican Acadeny of Othopedi c Surgeons, QZMA, and
H MA representatives, and invited guests of the FDA and
ASTM

Recl assification efforts. Again, total knees for
uncenent ed use, constrained shoulders is currently the
second in line, and then as priorities we have the
constrai ned el bows, constrained hips, which you are | ooking
at today under PMA, Patell ofenoral knees, and bone cenents.

[Slide.]

The Device Forumis also helping set priorities
and participating in ASTM Standards activities and synposi a.
They were very beneficial in the |last one, which was for
spinal inplants, as well as for titanium The upcom ng ones
are alternative bearing surfaces and perfornmance standards.
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Devel opi ng educati onal progranms along with the
Device Forum W are dealing with tissue regul ations,
custom devi ce i ssues, and educational prograns for |IRB
clinicians, and investigators, al so accessing FDA
i nformation.

[Slide.]

One of our nore successful pilot prograns which
the Orthopedic Branch was responsible for was the real -tine
PMA Suppl enent Revi ew Program Under this program we have
been dealing with | abeling changes, design changes not
requiring clinical data, changes standardized for
sterilization fromone nethod to anot her where you are goi ng
from ETO to ganma, or changes in your packagi ng.

Ri ght now the goal for the office is to review
t hese PMA supplenents in a total of 30 days from date of
receipt.

[Slide.]

Again, things that aren't reviewed under this
program new indications for use, designs, or materials, in
ot her words, things that nmay be going to the panel for
i nput; novel nethods or changes in standardi zed. An exanple
of this would be gas plasma spray sterilization nmethods
whi ch aren't standardi zed as of yet.

[Slide.]
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Three types of reviews are possible right now
wi thin that 30-day goal period that we were tal king about
earlier: One where you just act directly with the reviewer,
and it would go through a normal review cycle, branch chief
signing off and then the division director; a tel ephone
conference where you have identified the major concerns from
the PMA supplement that is submtted to us; and then, of
course, the other alternative is face-to-face neetings.

[Slide.]

We have another interactive pilot programin
Othopedics. It was initiated in Dr. Wtten's behalf al ong
with another division. It is scheduled to |ast about six
nmonths to a year

[Slide.]

The goals: provide feedback to the sponsors in an
earlier and nore direct fashion, in other words, as we
conpl ete sonething that can be handled prior to the review
cycle, please do so; if not, identify the major issues or
concerns sooner to the manufacturer, so they know where we
are in the review cycle; and then, of course, reduce the
overall reviewtines to cut down on things going over 180
days.

[Slide.]

Anot her pilot programthat the O'thopedics Branch
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is involved in is the Canadian/U. S. Partnering Program It
was initiated in October of last year. It again involves
Orthopedi cs and now al so ENT or Ears, Nose, and Throat. It
is scheduled to last two years with an assessnent again this
COct ober.

[Slide.]

The goals of this programare to | earn about each
other's review process; identify each country's nore
efficient says to review things and hopefully streamn i ne our
own; share perspectives on public health priorities and
enhance priority setting by both groups.

[Slide.]

Gains in experience. Wile the Canadians are
instituting a new review system their regulations are
currently awaiting signature. Being as we are also facing
potential action as far as regulation reform we are very
curious to see what they have done in their program and
al so build confidence between decisions in countries which
may | ead to international harnonization.

[Slide.]

Agai n, right now we are sharing and di scussing
procedures for review ng docunents. W deal with 510(k)'s,
they deal with a Title V. Exchange with docunments and

reviews of particular scientific interest. 1n other words,
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right now we are able to discuss design differences in

ot hers, how did you handl e a particul ar technol ogy, and al so
parallel reviews for simlar or identical devices, but that
requires a manufacturer to sign a rel ease, so we can
exchange both nenpbs and technical information.

[Slide.]

This is kind of nmy sales pitch. W are actively
trying to recruit sponsors to participate in the parall el
reviews both under 510(k)'s, IDEs, and PMAs. Currently, we
are sharing the clinical expertise fromthe Health
Protection Branch of the Canadi ans while they are using our
engi neering staff, and we are both have a very | arge
interest in guidance docunent devel opment to cut down review
tinmes.

[Slide.]

| nt ernati onal harnonization is another area which
we have been tasked are the Orthopedics group. W are
currently working on a H p notebook, which basically
assenbles all the regulatory requirenents fromeach country.
We are to conpare the simlarities and differences and see
if we can conme up with a set that everybody can live with
and again, hips were seen as being sonething that everybody
had a chance at.

[Slide.]
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One thing that keeps com ng up. Manufacturers
have asked where do we go in ternms of devel opi ng new
technol ogies and still be within the regulations, and we are
basically looking at a way to ook at comng in earlier,
havi ng the manufacturers conme with pre-1DE or pre-PMAs, or
in that case, even pre-510(k) subm ssions to identify what
gquestions need to be asked before nmaking a subm ssion.

[Slide.]

Product devel opnent options. Keep in mnd that
you can deal with feasibility studies, usually one site, 10
to 15 patients per site, where you are | ooking at devel opi ng
a new device, |looking at surgical instrunentation, tweaking
and trying to get your surgical technique down.

A pilot study is another option that is avail able
to manufacturers. It usually can be multiple sites used to
train the investigators for investigation, usually three to
five patients per site.

[Slide.]

And the last one. Pivotal studies which everybody
is famliar with, which are your multi-center studies used
to collect safety and effectiveness infornmation.

We brought these up just to nmake sure the public
is aware, and al so manufacturers and clinicians, that there

are alternative ways to bring products to market.
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That concludes ny presentation. | will turn it
over to Tracey Bourke.

Branch Update: Rehabilitation Devices Branch

DR. BOURKE: Good norning. | amDr. Tracey
Bourke. | ama nenber of the Restorative Devices Branch
al so known as the Rehabilitative Devices Branch, and | w |
be giving a very brief branch update.

[Slide.]

| don't see any of the branch nenbers here to
i ntroduce, but the current staff of the Restorative Devices
Branch includes: Branch Chief Marie Schroeder, Dr. Bernard
Berne, Dr. Christian Bowsher, Kirby Cooper, Robert DelLuca,
El mer Einberg, Steve Hi nckley, Dr. Kevin Lee, Nadine Sl oan,
Dr. Angel Torres-Cabassa, and ne. | amnot a nedical
officer, | ama veterinarian, and | amal so presently the
branch's team | eader

[Slide.]

Secondly, Fidia Pharmaceutical Corporation's PVA
for its device Hyal gan was reviewed by the panel on Novenber
21st, 1996. The panel recommended PMA be approvable. As of
May 28th, 1997, the PMA was approved.

Hyal gan is a viscous solution of purified natural
sodi um hyal uronate in buffered physiol ogi cal sodi um

chloride. It is indicated for the treatnent of pain and
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osteoarthritis of the knee in patients who have failed to
respond adequately to conservati ve nonpharnmacol ogi cal
t herapy and to sinple anal gesics.

[Slide.]

Lastly, the Bone G owmh Stinulator Wrking G oup,
conprised of personnel fromdifferent FDA offices, nmet with
i ndustry representatives on May 13th, 1997, to discuss
several issues, some of which were pre-market and
post - market in nature.

Anmong the pre-nmarket concerns were the foll ow ng.
A nonunion is currently defined for the purposes of a study
as when a m ninmum of nine nonths has el apsed since the
injury and the fracture site shows no visibly progressive
signs of healing for a mninmumof three nonths. No change
in the fracture cali x.

FDA wi shes to keep this current definition only
for study purposes in order to guarantee consistency and so
that data can be interpreted. For clinical purposes, the
clinician should handl e the definition.

There is inappropriate marketing, that is, wthout
approval, customuse clains and maj or device changes are
made that can inpact on performance and effect. Anong the
post mar ket concerns were the followi ng. The |abeling and
pronoti on sonetines include nechani smof action clains
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wi t hout supportive data, when the device affects efficacy
and safety and i nadequate and unsupported conpari sons

bet ween various devices with different exposure tinmes to
denonstrate superiority in ternms of efficacy.

In the |abeling, success/failure rates are often
reported inconsistently or without prior approval. Exanples
of these include PVA data, postnarket data at two or four
years, registry data, or only the best data of the three.

The FDA is still in the process of getting witten
i ndustry comments on all issues discussed at the neeting
which will be conbined wwth FDA's comments in a future draft
position paper. Prior to obtaining signoff fromthe offices
of Device Evaluation and of Conpliance, the draft position
paper will be submtted to the panel for feedback

This concludes ny very, very brief update.

DR. BOYAN. Thank you.

Now, what we are going to do today, which is to
di scuss 515(b) Cass Il preanendnents PMAs, is a little bit
different than the PMAs general ly brought before this panel.

At this time, | would like to reintroduce Jim
Dillard who will describe this type of PMA application.

Introduction to 515(b) Class 11l Preamendments PMAs

MR. DI LLARD: Thank you again, Dr. Boyan.

[Slide.]
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| would like to just begin, I would like to give
about eight or nine overheads and tal k for about 15 m nutes
about the type of product that we are tal king about, because
| believe this is the first tinme that this panel has seen a
preanmendnents Class |1l product brought before themfor
t heir consideration.

[Slide.]

| would i ke to just run through, give a little
background and hi story about preanendnents C ass ||
devi ces, a couple of exanples, talk about valid scientific
evidence in the context of novel PMAs versus C ass ||
preanmendnents PMAs, tal k about a few new approaches that a
reengi neering effort inside the Center for Devices and
Radi ol ogi cal Health is considering that does affect this
area of product, and then conclude very briefly with a
sumary.

[Slide.]

Before | get started, there is one point | wanted
to make just fromthe standpoint of this presentation, is
that in this case, we wll be asking for you, as the panel,
to certainly give us a recommendati on on approvability or
not approvability of these PMAs based on the evidence before
you, but it is equally as crucial fromout standpoint for
t hese products that have been on the market to get your
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comments on |abeling as it affects the use of the product,
as well the indications and any other input that you m ght
have regardi ng how the product mght in the future be
mar ket ed.

In 1976, the Amendnents, the original
Cl assification panels were put together to give
recomendations to the Agency about where to place products,
either Class |, Class Il, or Class Il

As you will renmenber, Cass | products have

general controls that govern the risk of the products.

Class Il products back in 1976 al so had performance
standards at the tine, and then Cass Ill products required
a PMVA

At the tinme of the C assification panels, there
was 141 devices that, not only this panel, but other panels
decided the risk could not be controlled adequately with
general controls and performance standards, and so they gave
the recommendation that in the future, you ought to call for
PMAs on the products.

SMDA 90 brought up the point that FDA had not
wor ked very quickly to nove forward in any of these areas,
and so mandated that we actually do sonmething with the
existing 141 Cass |11 devices.

One of the strategies that we noved forward on is
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--and | will junp to the bottomto begin with -- call for
information through 515(i) part of the statute, to ask
manuf acturers to submt information on their existing
product, so that we could nove forward either with a
reclassification effort or a call for PMA

From the standpoint of a reclassification effort,

all the dass Ill products could either be down-classified
to Class Il or ass |I. There is nothing by statute that
mandat es that you have to go fromlll to Il, it could be II
to I.

The other option is to call for PMA through
515(b). Through a 515(b) PMA, these are the three products
that you wll be | ooking at over the next couple days, and
one of the crux points that | think you need to realize is
that FDA has to act in 180 days on these PMA, and we have
two decisions that we have to make - either the product is
approved and it stays on the market, or the product is not
approved and it cones off the market, which is a little bit
di fferent than novel PMAs.

One of the ideas that we are certainly al ways
tossing around fromthe standpoint of reclassification and
one of the changes from performance standards was we have
got special controls and SMDA 90. It broadened the scope of
what we were utilizing for performance standards to speci al
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controls, things like labeling controls, the use of existing
ot her industry standards and gui dance docunents, just to
name a few.

[Slide.]

In April of 1994, the O fice of Device Eval uation
put together a strategy for 117 of these products, 42 of
these we categorized as G oup 3 products that we at the tine
al ready believed that we were going to be calling for PMAs
on these, sone of which we have published proposed and fi nal
rules for PMA subm ssion, sone of which are currently in the
proposal process and are continuing to nove forward. |
think Mark nmentioned a few, netal-on-netal is one, and
resurfacing arthroplasty is another one that is in that
cat egory.

There are 31 G oup 2 devices that we felt in that
1994 strategy were probably good candi dates al ready for
reclassification. W called for information under 515(i)
and still believe that there is a nunber of themthat
possi bly could be reclassified.

The final Goup 1 devices, originally, there were
44 proposed to call for PMA, and these were products that
the Agency felt had either fallen into disuse or had fallen
into mnimal use, and so we called in a mass effort for PMAs

to be submtted.
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The final 515(b) rule to call for the PMAs was
publ i shed Septenber 27th, 1996, and it was for 41 devices.
There was actually three classes of devices that sponsors
cane forth and said, no, we are not a disuse type product,
we continue to want to market this product, so they were
removed fromthe final rule.

The three products again that you are going to be
| ooki ng at over the next couple days were in that category
where the Agency thought there was di suse or m nimal use,
and we have cone to find out that there are at |east three
manuf acturers who are interested in marketing a few of those
products, and I will go into those a little bit nore in the
next slide.

[Slide.]

Just by way of exanple, | put the first one from
the final rule in the orthopedics area, the ankle joint
nmet al / pol yner non-constrai ned cenented prosthesis, but the
three that are nore appropriate for the next two days with
t he panel neetings, | have lunped into three classification
categories for the finger joint and four for the hip joint.

These are the nost appropriate ones that you are
going to be considering and actually where the PMAs have
cone in. They have been covered under these product areas.

Al three PMAs again were received in the
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ort hopedi cs product area. There were other products that
were called in that disuse call for PMA, but none others
were received in any of the other product areas.

[Slide.]

Valid scientific evidence. You have seen this
before. Everybody in the audience | think is aware of it,
too. It isin 21 CFR 860.7. Valid scientific evidence as
defined in the Code of Federal Regul ations ranges from
wel |l -controll ed study to reports of significant human
clinical experience wwth a marketed device.

| put this up for your information because | think
it is going to be useful when we start tal king about sone of

the potential differences between novel type PMA products

and marketed Class Il products.
[ Slide.]
Novel PMA Class IIl products are the type that

you, as the panel, are very used to seeing. W bring these
before you because they are first of a kind, and by
certainly our policy and by regul ation, we bring these PMAs
before you for your input.

You are very used to see well or partially
controlled studies in these type of applications, and they
are not obviously a currently marketed device. Many tines

and this panel has had open di scussions about follow up
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tinmes, two years, five years, 10 years. Mich of the
i nformati on on nost of the PMAs you have | ooked at recently
have had a two-year followup tine frane.

Most of those PMAs have extensive statistical
anal yses and, of course, they have no MDR i nformation
because they are not a marketed product. NMDR information is
the medi cal device reporting system of adverse events that
we use at the Food and Drug Adm nistration.

Mar keted Class Il products, though, are much
different. These products have been on the market. They
were either a preanendnents device that existed before My
28th, 1976, or they were a product that was cleared through
the 510(k) process and found substantially equivalent to an
al ready existing preanendnents device, albeit when it went
t hrough that 510(k) process, it did get a Cass Il
desi gnation, but nonetheless, it was cleared through that
pr ocess.

These marketed Cass |1l products, since Congress
has told us we need to either call for PVA or reclassify
them calling for PVA |l eaves us in an interesting situation
because many of these products have been on the market, but
t hey may not have, in a prospective fashion, had
wel |l -controlled or partially-controlled information. They

very well may have, but the ganut of scientific information
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that you may see in this product is probably a |ot nore
di verse than what you would see with a novel PMA device.

So well controlled all the way down to -- not down
to -- but including significant human experience with a
mar ket ed device are going to constitute valid scientific
evi dence, and shoul d not be underpl ayed.

Much of this information may | ook very simlar to
what you see in sone of your other activities as experts in
your field looking at literature information, peer review ng
articles. Mich of the information conmes from peer review
and nonpeer reviewed articles

There may be | esser statistical analysis. There
may not be any statistical analysis. It could again range
t he ganut.

There is -- and again we ought to renmenber --
there is 20-plus years marketing history with this
classification of product, but there nmay not be 20-plus
years with the individual products that you will be | ooking
at .

The |i kel i hood, though, with sonme of these
products of having a longer followup tine is good. Many of
t hese products have been on the market in general in the
Class Il categories and | think you should factor that in,
in ternms of marketing experience and the types of follow up
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times that m ght be gained, and then there is an MDR history
which will be sonmething that the review staff fromthe FDA
will also talk about of the adverse events or |ack of
adverse events associated wth the product. Again, both
scenarios constitute valid scientific evidence.

[Slide.]

| just want to tal k about a few of the new
initiatives. W have a full-scale reengineering effort
currently underway at the Center, one of which is dealing
with all the Cass Il preanmendnents products, and | have
been involved with that effort very closely.

One of the things we have | ooked at conmes from
many of our discussions in focus group situations with panel
menbers and with other experts outside of the Agency, and
one of the things we continue to hear is please use the
panel earlier, please get us involved in study design,
pl ease get us involved before all the data has al ready been
coll ected and we have had no input, and I think we are
trying to take that to heart.

So you may find that in the future, we wll be
utilizing you in an open forumsituation nmuch earlier in the
revi ew process and naybe even nost appropriately to help us
set criteria in areas that would be very generic across a

product category type or novel technol ogy type.
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| al so see sone useful ness for setting that
criteria during the tinme frame when we call for PMAs to,
before we go final with a call for PMAs under Section
515(b), that you could be very beneficial to us in taking a
| ook at current state-of-the-art and whether or not
additional information may be appropriate, so you may see us
comng to you nore often

There is also a fairly large effort that we are
working on to ook at 50 to 60 of those Class |1
preanmendnent s devi ces which appear to be appropriate for a
reclassification effort. W have been through in the past
mass reclassification efforts, down-classifying a nunber of
Class Il products to Cass I, and then further exenpting
t hose products. W can foresee an effort, such as that,
down-cl assifying a nmass or a group of products from Cl ass
1l to Cass Il, and we will be | ooking at sone new i deas of
special controls and utilizing, hopefully, nore broadly the
concept of special controls.

We al so see as we have been working through our
effort another smaller group of products that nay have al so
fallen into disuse that we may be noving forward on

[Slide.]

So just by way of summary, | hope | have given you

alittle bit of information about where these products cone
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from-- they are nuch different fromthe types of products
that you have seen -- and also give you a little bit of
appreciation of valid scientific evidence and how t hat m ght
be applied in sone of these circunstances.

| hope, and | would certainly wel cone feedback at
any point in tinme about any of the new approaches that we
m ght be noving forward on, to finish up the effort of
ei ther downcl assifying or calling for PMAs for all the
remaining Class Il products. Hopefully, that gives you a
little bit of information about where at |east the Agency is
heading on this initiative.

If there is any questions, | would be happy to
field themat this tinme, Dr. Boyan.

DR. BOYAN. | was going to do exactly that and
open up your presentation to questions or coments fromthe
panel .

Are there any questions or comments fromthe
panel ?

| will take the lead and state that | am pl eased
that you are considering using the panel earlier in the
process. One of the things that had occurred to ne as we
reviewed these is that tines have changed and new know edge
has conme to the fore, and where certain preclinical tests

may have been appropriate or have been considered
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state-of-the-art 20 years when the 510(k) applications were
made, nore information is now avail able and that you m ght
structure, not to penalize these individuals who clearly
have a substantial anmount of human data, but in future, to
take the nessages, the | essons we are learning fromthese
re-reviews of existing devices and put theminto PVA
expectations or preclinical information.

A |l ot of what we have | earned that happened
clinically was predicted by preclinical data that the
studi es may have been planned with a little bit nore
rationale to them

MR. DI LLARD: Thank you. | appreciate that.

DR BOYAN:. Dr. Rangaswany.

DR. RANGASWAMY: | guess in keeping with the sane
comments that Dr. Boyan nmade, | know you have a tinme [imt
of 180 days or 30 days earlier is what Mark had said. |If
you really want to do justice to |looking at old data, which
is unfortunately often very poorly done and published, then,
one needs to sort of at least identify sone kind of protocol
that the sponsors of a particular product can use as
guidelines in terms of when they want to do a retrieval of
their owm patients even if they didn't bring themall in,
there should be a way of being able to get data to see where

they are at this point in tinme, which I think will make it a
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stronger study.

MR. DI LLARD: Thank you again. W wll take both
of those to heart. | appreciate it.

DR. BOYAN: Any additional comrents?

[ No response. ]

DR. BOYAN. Hearing no additional discussion,
would i ke to thank you very much, M. Dllard, and I wll
have us break for |unch

W will reconvene at 12:30 for an open public
heari ng.

Thank you.

[ Wher eupon, at 10:45 a.m, the proceedi hgs were

recessed, to be resuned at 12:30 p.m|]
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AFTERNOON PROCEEDI NGS
[12: 33 p.m]]

M5. NASHWVAN. If we could all sit down, please. |
think we are now ready to begin the afternoon session of
this panel neeting. | will turn the floor back over to Dr.
Bar bar a Boyan.

OPEN PUBLIC HEARING

DR. BOYAN: Thank you. W are now going to
proceed with the open public hearing session of the neeting.
| would ask at this tinme that all persons addressing the
panel come forward and speak clearly into the m crophone as
the transcriptionist is dependent on this nmeans of providing
an accurate record of the neeting.

We are requesting that all persons nmaking
statenments during the open public hearing of the neeting
di scl ose whet her they have financial interests in any
medi cal device conpany. Before making your presentation to
the panel, in addition to stating your nane and affiliation,
pl ease state the nature of your financial interests, if any.

| f there anybody that is wishing to address the
panel ?

[ No response. ]

DR. BOYAN:. (Ckay. Since there are no requests to

speak at the open public hearing, we are now going to
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proceed to the open conm ttee discussion, and the discussion
of the first PMA being presented before the panel, Avanta
Ort hopaedi cs Braun-Cutter Trapezi o-Metacarpal Prosthesis.

| would Iike to remnd the public observers at
this neeting that while this portion of the neeting is open
to public observation, public attendees may not participate
except at the specific request of the panel.

We are now ready to begin with the sponsor's
presentation. | would like to ask that each speaker state
his or her name and affiliation to the firm before begi nning
the presentation.

Wbul d the sponsor like to begin their
presentation?

Avanta Orthopaedics Braun-Cutter
Trapezio-Metacarpal Prosthesis
Sponsor Presentation

M5. FOCHT: | am Loui se Focht, Vice President of
Operations and Research and Devel opnent for Avanta
Ot hopaedi cs.

[Slide.]

| am presenting today the PMA application for
Avanta Ot hopaedi cs Trapezi o- Metacarpal Prosthesis. This

device was originally known as the Braun-Cutter
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Trapezi o- Met acar pal Prosthesi s.

[Slide.]

To give you a little bit of background on our
organi zation, we have a long history with small joint
inplants for the hand and foot, originally beginning in 1980
with Cutter Laboratories. The Cutter Laboratories in 1980
was sold to Sutter Bionmedical, which was in 1985 sold to
Smth Laboratories. 1|In 1988, the nanme was changed to Sutter
Cor poration and known as Sutter Corporation while it was
owned Col unbi a/ HCA purchased in 1990.

In 1991, two divisions of Sutter Corporation were
formed, Small Joint Othopedics Division, whose m ssion was
to address small joints for the hand and foot, and there was
a honme rehab organi zation, which was primarily CPM and
Ot hopedi ¢ Rehab Equi prent .

In 1995, Colunbia sold the Small Joint Othopedics
Di vi sion which forned as Avanta Orthopaedics. In 1996, we
are registered under |1SO 9001

[Slide.]

Avanta Ot hopaedi cs designs, manufactures, and
mar kets products for reconstructive surgery of the upper
extremty. W participate in a global marketplace. Qur
mssion is to provide cost-effective quality orthopedic
products and services that enhance patient outcones and
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facilitate the clinical practice.

We are an organi zation of 12 enpl oyees and we see
our primary m ssion as providing products for the hand
specialty.

[Slide.]

Function of the thunb. The thunb perforns 40
percent of the hand function as reported by Burton in 1973.
Thunb carponetacarpal arthritis is a comon cause of |oss of
that thunb function, particularly in wonen over age 45.

[Slide.]

Techni ques which are currently avail able for the
treatnent of the carponetacarpal joint of the thunb include
conservative treatnment, which may include rest, activity
nodi fication, splinting, antiinflammatory nedication,
physi cal therapy, and steroid injections.

Al ternative surgical treatnents include fusion
interposition arthroplasties using tendon or silicone joint
spacers, and total joint arthroplasties using various bal
and socket joint designs.

[Slide.]

Cooney in 1987 reported that since 1973, four
different types of total joint arthroplasties have been used
for thunmb reconstruction. This included two products

di stributed by Howredica, the Lewws TMC, and the de la
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Caffiniere, the Braun-Cutter originally distributed by
Cutter Labs, and now Avanta Ot hopaedi cs, and the Mayo by
DePuy.

Devi ces are marketed worl dwi de and we are unaware
of any country which has w thdrawn any of these products for
any reason related to safety or effectiveness of the device.

[Slide.]

In 1974, Dr. Braun nmade a customtotal joint
replacenent for a patient being treated for a gunshot wound,
and this initiated a study to develop a total joint
replacenent for the treatnent of the trapezi onetacarpa
j oint.

In January of 1979, that product was cleared to
mar ket through the 510(k) process and was known as the
Braun- Cutter Trapezi onetacarpal Prosthesis.

I n Decenber of 1996, Avanta Othopaedics filed a
PMA application which was required to continue to nmarket and
distribute the Braun-Cutter TMC joint.

[Slide.]

The device is constrained because it prevents
di sl ocation of the prosthesis in one or nore anatom c pl anes
and consi sts of conmponents which provide across the joint
I i nkage.

Bot h conponents are intended to articul ate on each
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other allowi ng for approximtely plus or m nus 45 degrees of
nmotion fromthe neutral position. The articular surfaces
prevent dislocation of the joint through captivation by a
bal | and socket.

[Slide.]

The materials the device is nmade of are industry
standard materials consisting of titaniumalloy and
ul tra-hi gh nol ecul ar-wei ght pol yethylene. This is the
device. The netacarpal stemis titaniumand the trapezi al
side is the ultra-high nol ecul ar-wei ght pol yet hyl ene.

[Slide.]

Surgical indications for the trapezi onetacar pal
prosthesis in adult patients include -- and these are taken
fromthe literature primarily -- and include: degenerative
or inflammatory joint disease of the trapezial netacarpa
joint, degenerative basal joint arthritis, dislocation or
subl uxation of the trapezial netacarpal joint, posttraumatic
arthritis, osteoarthritis, rheumatoid arthritis, ankylosis
of the joint, failed joint replacenent, failed silicone
i npl ant arthroplasty, and pai nful carponetacarpal joints
with limtation of notion.

[Slide.]

Contrai ndi cations include: psychologically
unsui tabl e patients, patients wth skin, bone, circulatory,
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and neurol ogi cal deficiencies, non-functioning and
surgically irreparabl e nuscul ot endi nous system infection,
growi ng patients with open epi physes, patients with
extrenely high levels of activity, and triscaphi arthritis.

[Slide.]

Clinical data specifically regarding the Braun
prost hesis was published on three occasions by Dr. Braun:
Journal of Hand Surgery in 1982, dinical Othopedics in
1985, and Semnars in Arthroplasty in 1991.

[Slide.]

In 1982, Dr. Braun reported on 29 patients which
had been followed froma range from1l to 7 years; 22
patients achieved full range of notion, which was al so pain
free; 26 patients achi eved good range of notion; 3 were
reported to be | oosened at the cenent bone interface, 2 of
which were the result of direct trauma; 2 had revisions and
appeared to be doing well at that tinme; 1 dislocation which
occurred 5 years post-op due to direct trauma in a fall.

[Slide.]

In 1985, Dr. Braun reported on 50 subjects
followed for 6 nonths to 10 years. Full range of nobtion was
achieved in 26 osteoarthritic patients; 12 patients with
rheumatoid arthritis had associ ated probl ens whi ch nmade
conparison to the other groups difficult; 3 patients were
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treated by a total joint arthroplasty after fusion; 2
patients with |upus showed no conplications.

[Slide.]

The conplication rate was reported to be | ess than
10 percent; 5 patients showed clinical or radi ographic
evi dence of | oosening, 4 were revised and 1 was foll owed.
Tendonitis had also been clinically significant in 6
subj ect s.

[Slide.]

In 1991, Dr. Braun reported on 80 patients
followed for nore than 10 years. There were no inplant
fractures, no evidence of excessive wear. There was sone
deformation of the pol yethylene noted. There were no
i nfections, no unstable articul ar conponents.

[Slide.]

Primary conplications reported were |less than 10
percent. Loosening of the trapezium conponent in the
cenented cases was noted. Metacarpal subsidence in the
uncenent ed cases was noted; 5 uncenented netacarpals showed
evi dence of subsidence, 3 were revised, 2 at that point in
time were planned to be revised, and 7 uncenented
met acar pal s showed no subsi dence.

Two fractured trapeziuns were treated with a

titani um spacer which was made on a custom basi s.
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Dr. Braun predicted that approximately 10 percent
of the cenmented cases would | oosen at sonme tine in the
future due to aging of the patients.

Hi s conclusions were that the procedure was safe
and reliable.

[Slide.]

The advantages of using a joint in the treatnent
of the basal thunb joint are that you can obtain i medi ate
joint mobility, the range of notion is good, pain relief may
be achi eved, mnimal bone resection is required, there is a
m ni mal need for host healing response, and there is no
maj or |iganent reconstruction requirenents of the procedure.

[Slide.]

In cases where revision is required, the
conponents may be renoved and reconstruction with a bone
graft with soft tissue interposition arthroplasty may be
per f or med.

[Slide.]

To the best of our know edge or to the best of ny
know edge, there have been no MDRs submitted to the FDA
regardi ng the Braun-Cutter prosthesis by Sutter Corporation
or Avanta Ot hopaedi cs.

[Slide.]

In a summary of review of conplications of bone
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and socket joints in general, the primary prosthesis that
was reported on was the de la Caffiniere, which is
distributed in the United States and in Europe.

[Slide.]

The primary conplication is | oosening and the
hi ghest rate of | oosening reported was 30 percent by Wss in
1980.

[Slide.]

To summarize, the variety of surgical procedures
avai l able for the treatnent of painful osteoarthritic thunb
joint suggest that no single procedure is appropriate for
every patient.

The ball and socket joint is just one treatnent
alternative for that joint. The product is safe, reliable,
durabl e, and revisable. The ball and socket joint is used
on the treatnent of a relatively small nunber of patients.

The benefit to the subjects who are treated with
this and simlar devices outweigh the risk, and this is
substantiated in the literature.

The renoval of the device fromthe market is not
warrant ed based on the published literature.

Thank you.

DR. BOYAN. Thank you. Before you sit down, let's

just give the panel an opportunity to ask you any questions
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directly.

Are there any nenbers of the panel that would |ike
to address any of the issues that were just raised? Dr.
G eenwal d.

DR. GREENWALD: | was just curious. | went down
your list of conplications, and retrospective as they were,
to your know edge, have there been any incidences of soft
tissue inflammtion?

MS. FOCHT: Not to ny know edge.

DR. GREENWALD: O inflanmatory response?

M5. FOCHT: Not to nmy know edge, no.

DR. GREENWALD: | ask that only because titanium
as a bearing surface in the lower extremty has nore or |ess
been abandoned.

M5. FOCHT: Right.

DR. GREENWALD: Because of the potential for
titanium debris generation. Mnd you, | amsure the | oads
are a lot |less across the basal joint.

M5. FOCHT: | spoke with Dr. Braun in May and
asked himthat question, and he said that that was not a
conplication that he found.

DR BOYAN. Yes.

DR. DAVID NELSON: | guess, first, if | could have

a question for Ms. Nashman. Am| correct in saying that the
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manufacturer is required to file an MDR if they are aware of
a conplication?

M5. NASHVAN. That woul d be correct?

DR GREENWALD: Yes.

DR. DAVID NELSON: Okay. Therefore, it would
appear that whoever was the manufacturer at the tinme would
have been required to file MDRs, and hadn't been filed since
you are aware of the conplications in the literature.

M5. FOCHT: It is true that they can be filed from
the literature, as well.

DR. DAVID NELSON: As well as if Dr. Braun is
wor king with you, you know it from personal experience, so
there is two different ways, and the MDRs probably should
have been fil ed.

MS. FOCHT: |If he reports themto us, yes, we
certainly would file them

DR. BOYAN. Any ot her questions? Yes, Dr.

Ski nner .

DR. SKINNER: | have one question. 1In the
literature here sonmewhere, it says sonething about a cobalt
chrom um conponent .

M5. FOCHT: Right.

DR. SKINNER: You didn't nention cobalt chrom um

M5. FOCHT: Sure. W originally had a 510(k) that
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was under review at the tine that the PMA was nade, and we
had nodified the articular surface to be cobalt chronme on
pol yet hyl ene. We were then instructed to submt that as
part of the PMA -- request to have that 510(k) application
w t hdrawn and then submt that as part of the PMVA
application, and then at a later tinme we were requested to
renove that subm ssion and then submt it subsequently as a
suppl enent .

So there was a point in tinme when the application
did have a cobalt chrone pol yethyl ene or proposed cobalt
chrone pol yethyl ene articul ar surface.

DR. RUDICEL: Can | ask a question?

DR. BOYAN: Yes. Dr. Rudicel.

DR. RUDICEL: | would like to know how nany of
t hese have been sold per year for the past few years.

M5. FOCHT: | can tell you how many were
manuf act ured since 1980, which is approximtely 430.

DR. RUDI CEL: Since 19807

M5. FOCHT: R ght. W are talking really very,
very small nunbers for all of these devices.

DR. BOYAN: Dr. Rangaswany.

DR. RANGASWAMY: My question is when you say that
t he benefits outwei gh whatever risks are there, you are

basi ng that comrent upon the two articles by Dr. Braun
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primarily?

M5. FOCHT: And conversations with Dr. Braun and
others of our custoners that use the de la Caffiniere
prost hesi s.

DR. RANGASVWAMY: Right, but the witten
docunentation is only those papers with his 29 and his 50
cases, am| correct?

M5. FOCHT: | believe there were other articles
submtted, but Dr. Braun's literature is the primary
literature that | reference, yes

DR. RANGASWAMY:  Thank you.

DR. BOYAN: Are there any other questions? Yes,
Dr. Nel son

DR. ROGER NELSON: Fol l owi ng up, the 29 and 50
cases, that was not clear whether or not the 50 cases
publ i shed | ater included the 19?

M5. FOCHT: | believe so.

DR. BOYAN: Any additional coments? Questions?

[ No response. ]

DR. BOYAN: Seeing none, thank you

| amgoing to turn the podiumover to the FDA, and

the first presentation will be by Ted Stevens, the |ead
revi ewer.

FDA Presentation
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MR. STEVENS: (Good afternoon, Madam Chair man,
| adi es and gentlenmen: | am Ted Stevens, a reviewer in the
Ot hopedi ¢ Devices Branch of the Ofice of Device
Evaluation, and | will presenting the preclinical section of
FDA's review of Avanta Ot hopaedics' PMA for their
Braun-Cutter Trapezi o-Metacarpal Prosthesis.

| would Iike to thank Ms. Focht for a thorough
presentation on behalf of the applicant, which should make
ours somewhat shorter

[Slide.]

FDA staff involved in the review of this
application include nyself, as the |lead and preclinical
reviewer, Dr. Stephen Nightingale, Medical Oficer, D vision
of CGeneral and Restorative Devices, Gary Kaner, a
statistician in our Ofice of Surveillance and Bionetrics,
and T.C. Lu, also of that office, who provided further
statistical input.

[Slide.]

As you have heard, Avanta has proposed indications
including inflammatory and degenerative conditions, traum
recurrent dislocation and revision. These appear to cover
nost cases of painful or unstable trapezionetacarpal joints.

[Slide.]

The Braun-Cutter Trapezio-Mtacarpal Prosthesis is
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a total joint replacenent for the basal thunb joint. The
design is simlar to a Chamey lowfriction hip
arthroplasty, in that it incorporates a netallic stemwth
an integral spherical head, and a pol yet hyl ene cup.

The stemis cenmented into the proximl end of the
nmet acar pal bone of the thunb. The pol yet hyl ene cup, which
has a 3-mllimeter peg, is cenented into the prepared
trapezi um

Stens are available in three sizes, with the
smal | er head approximately 4.57 mmin dianeter and a stem 17
mmin length, or wwth a larger 6.35 nm head that has either
a 17.5 mmstemor a 25 nmstem Two sizes of trapezial
conponents correspond to the avail abl e head si zes.

The device is considered constrained, in that the
ball snap-fits into the cup, preventing dislocation in nore
t han one plane and providing a |linkage across the joint.

[Slide.]

The device is nmade of titaniumal um num vanadi um
all oy and ul tra-hi gh nol ecul ar-wei ght pol yet hyl ene, both of
whi ch have a long history of use as bioconpatible inplant
materi als and which conformto voluntary standards as
i npl ant - grade materi al s.

The applicant provided a bi onechani cal anal ysis of

each size of the device. Using an analytical approach, they
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determ ned that the mechanical strength of the device
conponents exceeds the stresses expected to be experienced
by the device in vivo.

The device allows free rotation about the axis of
the stem and approxi mately 45 degrees of angulation in any
pl ane away fromthe neutral axis, which falls within
physi ol ogi cal requirenents.

Sterilization of the device conponents will be by
means of cobalt-60 gamma irradiation or ethyl ene oxide, both
of which have been validated using appropriate standard
met hods.

[Slide.]

At this point, | would Iike to introduce Dr.

St ephen Nightingale to present the clinical review of this
device, after which I wll| address several questions to the
panel regarding their views of the presented information.

Thank you.

DR. BOYAN. Thank you.

Dr. N ghtingale.

DR. NI GHTI NGALE: Thank you. | am Stephen
Ni ghti ngal e.
[Slide.]

The clinical information that the sponsor
submtted to us in support of this application is listed on
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this slide. W considered the first two of the paper that
were submtted by Dr. Braun in 1982 and 1985. W did not
formal |y consider the 1991 paper, although we were aware of
it, because that 1991 paper states that additional patients
wer e studi ed, but does not give individual case histories or
any additional information.

In addition to that, the sponsor submtted
actually 9 nine papers rather than 7 papers that are |listed
up there between 1980 and 1994, describing the de la
Caffiniere. | have included 7 in ny summary because 7 of
the 9 papers have statistics that we were able to anal yze.

The third thing that we did was both review the
sponsor's and our own search for nedical device reports, and
neither the sponsor nor we were able to identify any of
t hem

Finally, our independent search, as well as the
sponsor's, found 2 reviews, one published in 1989 and the
other in 1995, which I will nmention briefly, which discussed
treatnment alternatives for patients

Wiile we are on this slide, because | won't return
to it again, our independent search for nedical device
reports was conducted basically by taking the search terns
"thunmb" and "prosthesis.” Wen we did our Medline search,

we exploded those two terns and felt that by the tinme we
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finished our review was conpl ete.

As | suspect all the panelists know, searching for
medi cal device reports is sonmething of an art, as well as a
science. As | pointed out in ny review, which the panelists
have, we got to the point where we found 20 MDRs for one
device and 12 MDRs for another device without finding a
single MDR for this one, so we believe our search went
through at | east the nost |ikely places, and we are
confortable with our conclusion that no nedi cal device
reports have been filed for this device.

[Slide.]

To repeat sonmewhat what Ms. Focht has al ready
presented to you, the two basic papers were by Dr. Braun in
1982 and 1985, and we independently concluded on a textual
anal ysis that the case report of 50 included the 29
patients.

There was 1 procedure per patient. W do not have
in either of these papers individual case |istings, so we
don't know the nmean age or the individual age of the
patients or the sexes. It is not provided in the reports
that were given to us, nor in the additional paper.

[Slide.]

VWhat is provided in general is the underlying
di seases of the patients. 1In the first paper, you can see
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that 12 out of 20 patients had osteoarthritis, another 8 had
rheumatoid arthritis. | have pluses for the remaining

di agnoses. Dr. Braun doesn't tell us how many were in the
categories, but we did not consider that essential to our
revi ew.

As you can see, in the 50 patient series that he
published in 1985, the slight majority, 26 of them had
osteoarthritis, another 12 had rheumatoid arthritis, and the
remai ning 12 patients had ot her di seases which are not
specified in the text of Dr. Braun's paper, neverthel ess,
this gave us an overview of the patient population that he

was treating.

[Slide.]
The outcones of the patients -- to junp to the
meat of our review here -- the followp in the first paper

was 1 to 7 years. Dr. Braun does state that he did not
include patients in his 1982 prelimnary review who had been
followed for less than 1 year.

The 1985 paper purports to be a conplete review of
his experience in his patients followed from6 nonths to 10
years. Again, there is |little pieces in the text where a
blind woman is nentioned in both of those, and that was the
basis of our assunption, | guess | should say, that the 50
patients includes the 29.
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The basic outcone that you see there is | oosening
in 3 of the first 29 patients, and | oosening in 5 of the
first 50 patients. |In other respects, the device seens to
have performed satisfactorily.

There is a small typo here. Under "Painless Range
of Motion," that is actually 22 out of 29. | apologize for
that, and painless range of notion is not given for all 50
patients in the text of the second paper, but Dr. Braun does
note that 26 of the 26 patients with osteoarthritis did
achi eve painless range of notion, just to quote to correct
my typo there.

VWhat Dr. Braun said in his text was that the
remai ning 7 patients who didn't achieve full painless range
of notion, were not expected to achieve normal range of
noti on because of significant preoperative nuscle inbal ance
of soft tissue, scarring, and contracture, such as proxi mal
di spl acenent of the carponetacarpal joint or fixed extension
contracture of a netacarpal phal angeal joint.

[Slide.]

The sponsor submtted a conparison of the
Braun-Cutter to the de la Caffiniere prosthesis. W did not
attenpt a formal analysis of either success or inplant
survival other than to note that they were roughly

conpar abl e.
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The reason for presenting this slide was that we
found that the node of failure for both devices was
basically the sane, they | oosen up. Wether this is due to
operative intervention or trauma, |oosening occurs with
finite and roughly conparable frequency within the two
devi ces.

[Slide.]

Finally, to summarize our review of the ancillary
l[iterature, this is a table taken fromthe second of two
parts of a reviewin the 1995 Anerican Journal or
Orthopedics by Dr. Ponerance of Tenple University, where he
reviews the five major nodes of treatnent.

Exci sional arthroplasty, he cites the advantages,
whi ch probably the audience will have trouble seeing, but |
think that the panel is already famliar with these. There
are both advantages and di sadvantages to them

Fusion, simlarly, has advantages. Roughly noving
in chronologic tinme, down the rows, it is really in the
seventies when total joint arthroplasty was introduced, for
exanple, by Dr. Braun, and what is noted there is that the
advantages are on the left. The di sadvantages, what he
notes is that it is technically demanding and that there is
i npl ant | ooseni ng, and according to the reviewer, did not
achi eve wi despread acceptance and nust have adequate bone
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st ock.

Dr. Pomerance goes on to note that silicone
i npl ant arthropl asty achi eved certain prom nence in the
eighties, and nore recently it would appear that |iganment
reconstruction is at least in some surgeon's opinion, the
treatnent of choice for many patients. However, Dr.

Poner ance' s concl usion was that no single node of therapy
was clearly advantageous for all patients, and | guess that
was ours, as well.

DR. BOYAN. Thank you.

DR. STEVENS: Thank you, Dr. Ni ghtingale, for your
presentati on.

| would now like to read four specific questions
that FDA has for the panel regarding the information
presented in support of the Avanta Ot hopaedics
Trapezi o- Met acar pal Prosthesi s.

First, are the proposed indications supported by
valid scientific evidence and are there any specific
contrai ndi cations, warnings, or precautions you believe are
appropriate for the use of the device?

Second, are there specific clinical evaluations or
tests that you believe are necessary for the selection of
appropriate patients?

Third, should any additional or special

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546- 6666



aj h

instructions be added to the surgical technique for the
Avanta Braun-Cutter Trapezi o-Metacarpal Prosthesis?

Fourth, should any specific information be given
to patients regarding the device or their surgery, such as
[imtations in activity or rehabilitation?

Thank you for your attention. This concludes
FDA' s presentati on.

Dr. Boyan, | would now like to turn the reins back
over to you. Do you have any questions?

DR. BOYAN. Thank you. Let nme open it up to the
panel for questions. Just so that everybody knows, we are

going a little bit nore quickly than we had thought, and so

we are going to -- unless there is an outcry against this --
we are going to not have the break. | think we are
progressing very nicely. |If there needs to be a break, just

indicate to Jodi or nme, and we can see where we are and
arrange one.

Let's have you sit down | think now unless there
are specific questions to be addressed to you. Do we have
any specific questions?

[ No response. ]

DR. BOYAN. Let's go ahead and have the
presentation by Dr. Rangaswany and Dr. Besser, and then we

can have a general discussion and address the questions to
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the individuals as appropri ate.

Dr. Rangaswany, could you give us your clinica

revi ew?
Panel Review
DR. RANGASWAMY: Actually, the FDA has probably
reviewed it, and everybody el se has, too. | have nore

questions nyself really nore than summary of the review

whi ch has been done, and the problemis basically, you
really have one paper of the 50 patients that we are | ooking
at, but the mnute that you don't get the ages of the
patient at all to | ook at, then, the question to ne is how
can you then make recommendati ons based upon their

i ndi cations for use, because you would have to tie it in
with the particular age of patient that you would use it for
unl ess the diagnosis was different, | don't know. So that
was my concern.

The other thing is obviously they haven't
specified the gender, but that is not such a critical issue,
and you don't even know what di sease 25 percent of the
patients had. So that again makes it very difficult to sort
of go back and use.

Dr. Boyan, is that all right for ne to do it in
this sense, so | can just finish it?

DR. BOYAN: Yes, fine.
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DR. RANGASWAMY: The other nmjor concern | had was
again | amnot sure of how nuch tine they had to prepare or
to get all the data together, but if you give soneone siXx
months to look it up, and the question was would it not have
been nore feasible for them for the sponsor, to have even
desi gned sonething |ike a very quick SF-36 kind of
guestionnaire or sonething sent to the patients, track them
down to see how many were alive still at this point in tineg,
whi ch woul d have (a) given you the ages of the patient and
how many were around, because then you could have cone up
wi th where they were today, because that paper, | think the
second paper was 1985, so we are tal king about 14 years ago.

The next point is that six nmonths is nothing in
terms of followp. W don't even know how many patients had
nore than two-year followp, so if you can then identify how
many of those patients actually had a two-year followp, and
then pull out those patients and then | ook at them and then
present it, even though it is not part of their paper, it
coul d have been done.

Just to present -- that was ny biggest difficulty
wth this -- just to take that paper and then say, well, you
know, we don't have a clinical study or we don't have
preclinical studies now, but we will just use this as the
data, doesn't seemlike a |lot of homework that had been done
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on this I think.

Maybe they weren't given the guidelines or
sonething for it, but that really should have been done |
t hi nk, because right there you have anot her problem
Suppose two-thirds of those patients had | ess than two-year
followp, or let's say even half of themhad |ess than
two-year followip, then, you have got a very small nunber,
and then you keep sort of dwndling it down and you are |left
wi th handful of patients.

So even though it may not have had great risks or
produced any kind of mmjor catastrophe, | think you have a
probl em t here.

| think the last thing that | had to tal k about
was they provided a ot of the standard literature. Al
this is old literature really in a sense that has been
avai | abl e because nothing really new has been witten except
| think a couple of chapters in some instructional course,
and the Acadeny's journal had a new article on it, and they
bring up sone very interesting issues, all of them

The question is the indications for the patients,
the goals and how do you specify this to the patient as to
what you hope to achieve fromthis, and that really isn't
even touched upon.

The last one is the limtations of any of these
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procedures, particularly this one, and in a rheumatoid
patient, in particular, what would be the dangers of that.

So ny thing was that that was the kind of clinical
data that | would have wanted to see to be able to decide,
you know, is this sonething. It is probably safe, you know,
that is not the issue, is it effective is the question, you
know, it may be partially effective.

The last thing is it is a technically demandi ng
procedure. They have only manufactured 430 in the last 17
years, 16 years, and we only have data really on 50 and
docunented data, so let's say even if you had data on all of
them it's a small nunber, a technically demanding
procedure, you always have to worry about howit is going t
be used and who is going to use it, and particularly in a
patient, say, with rheumatoid arthritis or an ol der patient
who is a little cachectic and just doesn't have enough soft
tissue.

So those are sonme of the clinical issues | think
have just not been addressed.

That's it, Dr. Boyan.

DR. BOYAN. Thank you very nuch, Dr. Rangaswany.

Dr. Besser, can you give us the preclinica
revi ew?

DR. BESSER Yes. | had a couple of concerns in
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t hat al t hough the manufacturer provided a theoretical
analysis for the |oading of the prosthesis, no data was
presented for actual testing of sanples of the prosthesis.

M5. FOCHT: | don't know if that was originally
performed when the device was cleared to the narket.

DR. BESSER | am not sure either.

DR. BOYAN. Dr. Besser, let nme repeat the answer
as | think | heard it. The answer was that you were not
sure that the analysis that he is asking about was perforned
when the device was first introduced into the market, is
that correct?

MS. FOCHT: Right.

DR. BESSER  \Wereas soneone nentioned that this
was simlar to a hip prosthesis, it is a ball and socket
joint, it is not a hip prosthesis, | nean the |oading on the
thunmb is orders of magnitude away fromthe | oading on the
hip, and | don't expect a whole |lot of these to fracture,
you know, or the failure nodes that you would see in the hip
prosthesis to occur in a thunb prosthesis in normal use.

But you listed as a contraindication patients with
"extrenely high levels of activity." To ne, | amnot sure
how hi gh those |l evels of activity have to be, and I would
i ke sone | guess clarification either in the information
given to the physicians for contraindications for use and/or
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the information given to patients as to just what |evels of
activity would be appropriate or possible using this
prost hesi s.

| al so have a question. This is ny first panel
nmeeting, so | guess this is sort of procedural. The fact
that no MDR reports exist, does it nean that they shouldn't
exi st? The question asked earlier where sone of the things
listed as failures in the articles by Braun woul d have been
the type of events that should have been reported as MDRsS?

DR. BOYAN. Could we have a clarification on that?
Yes, Dr. N ghtingale.

DR. NI GHTI NGALE: There are several different ways
t hat adverse events can be recorded both in FDA and, say,
ECRI dat abases.

DR. BESSER | amsorry. Wat is ECRI ?

DR. NI GHTI NGALE: You asked ne that question at
the wong nonent. M. Stevens, what does ECRI stand for?
| apol ogi ze. W searched it.

DR. BOYAN: But the statenent is, it is a
dat abase?

DR. NI GHTI NGALE: It is a commercial database.

DR. BOYAN. W can clarify that later. Go ahead
wi th the answer.

DR NI GHTI NGALE: What we tried to do was to
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search every known dat abase, everything we could find on
Internet in electronic filing, and | think we had six

dat abases, and | am scared to tell you the other four
because I m ght not remenber those acronyns either, but we
do have professional librarians at the Center, and what |
did was went to our professional librarian and did the
search with him | have a copy of that search if you would
like to review it.

DR. WTTEN. Maybe | can just clarify about the
MDR dat abase.

DR. BOYAN. Yes, Dr. Wtten.

DR. WTTEN: That is the FDA MDRs, and those can
be reported by anyone. It could be by an institution or a
practitioner.

DR. NI GHTI NGALE: It is nandat ed.

DR. WTTEN: It is mandated, but | don't think it
was at the tine. There has al ways been an availability of
the reporting, but that is right, it has only been nmandated
fairly recently.

But if these were events that were in the article,
that doesn't nmean that they were reported to the sponsor and
that the sponsor then -- they were events that if they were
reported now to the sponsor, the sponsor would be expected

to report themto the FDA, but these could be things just in
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l[iterature, which we would expect now that the practitioner
woul d report directly, but that wasn't the case at the tine
that these articles were witten.

DR. BOYAN. M. Mel kerson, did you want to add
sonething to that?

MR. MELKERSON: Just a followp to Dr. Wtten. 1In
1990, the Safe Medical Devices Act incorporated user
facility reporting, and a surgeon or a user facility would
be required to make a report of those types of adverse
events. Under MDR, it is only if those reports are
submtted to the manufacturer and with conplete information
are they required under the regulation to report under MR
| f they had inconplete information, there would not be a
report necessary.

DR. BOYAN. So to sunmarize where we are now, as
understand it, the MDR would be required now. At the tine
that Dr. Braun wote his article, that was not necessarily
the case, and these reports are in the literature and are
avail abl e to us now.

DR NI GHTI NGALE:  Yes.

DR. BOYAN. Dr. Besser, do you want to continue
your review?

DR. BESSER | guess ny only other comment was

that there doesn't seemto be a whole | ot of bionechanical
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analysis in this situation. The only other thing that | did
notice, in one of the papers by Dr. Braun, it did nention

t hat when | guess the carpal conmponent was inplanted too
deeply and therefore you had inpingenent of the joint, which
caused | oosening, | guess this goes back to Dr. Rangaswany's
comment about the technical expertise required by the

sur geon.

| guess in the instructions given to the surgeon,
| am not sure how detailed those instructions are and |
woul d | guess defer to Dr. Rangaswany, but this situation
where the inplant was | guess m sinpl anted changes the
bi omechani cal | oading on the inplant and caused a | ooseni ng
pr obl ens.

For this analysis, this was all for the cenented
pr ost hesi s?

DR. BOYAN. Ms. Focht, would you like to respond
to that?

M5. FOCHT: We did not nmake an anal ysis on the
bone-cenent interface, if that is your question, and Dr.
Braun used the device, cenented and uncenented, on the
nmet acarpal side, and it is my understandi ng that the
trapezial side is always cenented.

DR. BESSER And in the results, there was no

differentiati on bet ween those two sets?
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MS. FOCHT: He reported sone subsi dence on the
uncenent ed cases, on the netacarpal side.

DR. BOYAN: | think what we need to do here is,

Dr. Besser, if your reviewis conplete, then, what we should
do is open this up to questions fromthe panel.

DR BESSER:  Yes.

Panel Discussion

DR. BOYAN. Wiy don't we go around in an orderly
fashion. W can start over with Dr. Skinner and everybody
have one opportunity to take a pass at either the conpany or
the FDA or else you are also free to make a general conment,
and then after we have each had a chance to do it one tine,
then, we can open it up for people that have greater detai
that they would Iike to address.

Dr. Skinner, do you have any specific question?

DR. SKINNER: Thank you, Dr. Boyan. | have a
couple coomments | would |ike to nake.

First of all, | agree with Dr. Besser. It is
somewhat concerning about the lack of testing of the
prosthesis. The only reassuring thing about that is that in
the reports that have been provided, there is no evidence
that there is significant breakage or damage, and it is
qui te concerni ng about the | oosening, and that nakes ne

worry about perhaps the prosthesis not being optimzed in
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its design.

Based on that, | would like to ask Ms. Focht if
the m ni mum t hi ckness of the polyethylene in the sort of cup
conponent, what that is. Do you have any idea? | couldn't
tell fromthe mechani cal engi neering draw ngs.

M5. FOCHT: | don't know that nunber off the top
of ny head, no.

DR. SKINNER: Then, Dr. Rangaswany nade sone
comments about the poor literature, and | agree with that,
but I think that we can nmake sone deductions regardi ng the
literature

First of all, we know that those patients had to
be adults, so we know they are over age 18, sonething in
that range, and | don't think any surgeon would put themin
a child, and I think that is a contraindication.

As to the concerns about the disease state,
don't think that is a concern either, because when the CMC
joint is destroyed, it is basically the final comon
pat hway. \Whether it is destroyed through rheumatoid
arthritis, trauma, degenerative arthrosis, whatever, it is
still a destroyed CMC joint. So | amnot too concerned
about those sorts of indications.

That is about the sumof ny comments.

DR. BOYAN: Thank you. Dr. G eenwal d.
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DR. GREENWALD: | have sonme comments and | have
sonme questions. It is easy to sit here in 1997 and be a
Monday norni ng quarterback on what shoul d have been done
preclinically or during the clinical evaluation of a device,
but we are | ooking back now many years, and | think in the
end, the final proof of the pudding, preclinical evaluations
being deficient or not, that there is at |east sone clinical
information in the literature which describes efficacy.

| would point to Dr. Braun's paper where if you
| ooked at his commentary, over a 10-year period there was a
90 percent survival of the device. That being alimted
paper, but still it is a perspective, and given the fact
that approximately 480 of these were manufactured, and |
assune they are all inplanted, not all by the sane surgeon,
it does give sone evidence, however narrow, efficacy of the
devi ce.

| do have a question that | wanted to ask the Food
and Drug Adm nistration. To your know edge, how many ot her
conpanies are likely to -- |1 don't want to use the word
benefit -- but are likely to gain froma recommended
approval of this PMA, that produce ball and socket
articulations for the phal anges or carpal joint?

MR. STEVENS: Dr. Wtten, do you want to answer

that or do you want ne to?
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DR WTTEN: This is a PMA, so if you are asking
whet her anot her conpany that nmade a sim |l ar device --

DR. GREENWALD: No, no, no, that is not what | am
aski ng.

DR WTTEN: | amnot sure what you are asking.

DR. GREENWALD: | guess that is what | am asking.
We are evaluating a specific PMA on a specific device.

DR. SKINNER: It is basically a patent because it
is a PMA for one device.

DR. GREENWALD: Right. Dr. N ghtingal e?

DR. NI GHTI NGALE: | can answer you in the context
of the information in the sponsor's application, and the
sponsor did submt evidence about a single conpeting device.
The sponsor only submtted evidence for a single conpeting
device. | amtrying to walk a narrow regul atory pat hway
there, and Dr. Wtten may have nore |l atitude than | do.

DR. GREENWALD: | appreciate that.

DR. WTTEN: | think if your question is what
evi dence woul d we expect fromthe next PVA of a simlar type
of device?

DR. GREENWALD: | was wondering, these are not the
only ball and socket articulations that | am aware of that
have been used in the joints of the hand. Yet, this is the

one conpany that has cone forward with a PVMA for their
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specific device. | just wonder whether or not there is
other information in the literature. You cited one other
conpany by reference, but | think of a nunber of other
conpani es that produce simlar devices.

In one sense, | guess it is just a general comrent
rather than a critique of this particular PMA.  Wat | am
struck by -- and | want to repeat this -- is | think the
panel has to weigh very carefully the weight of what has
been presented in lieu of the clinical utilization of this
device for the particular indications that are being
submtted, and albeit the literature is narrow, and | have
said this, there is an indication that there is a reasonable

degree of efficacy associated with at |east the Braun

report.

DR. BOYAN: Thank you, Dr. G eenwal d.

Dr. Rudicel .

DR. RUDICEL: | would just say in conjunction with
that, since we are noving retrospectively, | amwondering if

the indications for the device, nowthat it is 1997, need to
be any narrower given that there has been a progression of
ways of treating this disease.

DR. BOYAN. | think that is sonething that as we
go down through the specific questions that FDA has asked us

to address, that will be addressed there.
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DR. RUDI CEL: One other question. | amcurious if
nmore than one surgeon has purchased these devi ces.

MS. FOCHT: Yes.

DR. BOYAN. The answer to that was yes.

Dr. Rangaswany?

DR. RANGASWAMY: | would like to ask the questions
about the age. | did not assune that they would put themin
children, but | guess the question was really the age
category. \Wen you have listed six lines of indications for
doing this particular procedure, | guess in the rheumatoid
patient even today, excision arthroplasty, together with
reconstruction of the liganments, seens to give an equally
good result, and the question that always bothers nme | guess
-- and | amsure this is just probably a philosophical thing
-- is that is this a new, inproved, you know, it is |ike you
get a new, inproved detergent on the market, it doesn't make
too nuch difference, it is not new, but it is a different
way of doing things, does it need to be nmuch nore clarified
and simlar to what Dr. Rudicel just said, | think you do
have to hone down on the indications.

Peopl e say, well, | didn't like the old procedure,
it didn't do so well. So it goes back to I think what Andy
Wl and said in his review, is that you have to identify

exactly what your goals are for a particular patient.

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



aj h

If it just pain relief, and this is very l[imted
activity, and you look at it, we have started | ooking at
t hese things nmuch nore now, you know, patient outcones are
being | ooked at differently, so there is a whole different
way of |ooking at things, | think, than we did many years
ago.

So that is really what ny issue was, and the
gquestion was about the status of the rest of the hand. It
does nmake a difference what your underlying di sease process
is, if the rest of the hand doesn't | ook good and the soft
ti ssues aren't good enough. So that was still ny concern
about that.

It still goes back, | know we say that there is 90
percent survival and there is so many percent. They stil
don't give you all the "n" values. They don't tell you
exactly what nunbers we are tal king about and how they cane
up with those figures. One can live in the |and of

percent ages and be very happy that it is great, you have 10

patients, 9 did very well, so you have got a 90 percent
survival rate, that's wonderful. It is not really
wonderful, it is not -- you can't take that data and

transpose it soneplace else, and | guess that is ny concern,
that you take data from here, because this, | think is a

ki nd of nodel as to what woul d happen in the future for any
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ot her ki nd of device.
You set up a precedent that you are prepared to

accept that is inadequate and is just not answering all the

questions that you would |Iike answered. You can still try
to retrieve sonething fromit. It seens safe. That is not
t he issue.

The question is, is it effective. Maybe in a very
smal | group of patients, so you are honi ng down your
i ndi cati ons agai n.

DR. BOYAN. Dr. Besser.

DR. BESSER | have a question for Ms. Focht. O
t he 480 that have been manufactured, are nost of them
i npl ant ed?

MS. FOCHT: To the best of ny know edge. | don't
know t he exact nunber that was inplanted, no.

DR. BESSER | amjust wondering whether we are
seeing a report of 50 cases out of 200 or out of 400 that
have been inplanted. | guess the tine period in which they
were inplanted, were nost of theminplanted 15 years ago or
have they been sort of spread out over the past 15 years, do
you know how you have been selling thenf

M5. FOCHT: | would say the bulk of them were sold
in the 1980s, and Dr. Braun's nost recent article in 1991

reported on 100 inplants used wth 10-year followp, a
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maxi mum of 10-year foll owup.
DR. BESSER  Ckay. They weren't all 10-year
fol l owup, they have been over the past 10 years. Ckay.

DR. BOYAN: Coming around to Dr. David Nel son.

DR. DAVID NELSON: | think it is inmportant that we
recogni ze -- and | guess | am speaking now nostly to ny
fell ow panel nenbers -- that we really have got the cart

before the horse in this particular case and actually in the
other two parts we are | ooking at tonorrow

That is, we did the human experinment prior to
doi ng the PMA, which is usually not the way we do things or
at |l east not the way we are supposed to do things, but that
is not really the conpany's fault because they were given
the 510(k) before we asked for the PNA

So we are faulting your studies and we are
criticizing you, but it is not your fault, it is really our
fault because we didn't ask for that data before it was
rel eased to use in people.

| think it is also inportant to remenber that
al t hough Braun does not equal Avanta, the Avanta-Braun
prosthesis, they are highly interrelated, that is, there is
a flow of information from Braun to Avanta and presunably
nmoney from Avanta to Braun, so we are asking for information

fromthe conpany when it has cone from Braun, and, you know,
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it is kind of funny. He nmay have done a bad study, but it
is not their fault.

DR. BOYAN. Ms. Focht, would you |ike to address
t hat ?

M5. FOCHT: Yes. | would like to say you
shoul dn't presune that there is a flow of noney fromthe
manuf acturing organi zation to Dr. Braun.

DR. DAVID NELSON: Al right. | apologize. That
was a presunption. M point was just that the two are
rel ated, but people I think, |I feel are criticizing you when
it is not your fault. It was the study that was publi shed,
t hat has maybe not given you all the data you wanted.

Seth, you were starting to say sonethi ng.

DR. RANGASVWAMY: W are not criticizing them

DR. GREENWALD: | think you are very much on the
money. You know, you are right, the cart is before the
horse. | nmean this conpany was issued, along with any other
conpani es that had these particul ar type of devices, 510(k)
perm ssion to sell these devices, and now, through an
attenpt to put the house in order, so to speak, we are being
asked to | ook at what, in fact, has been presented and to
make a determnation is there sufficient information that
descri bes safety and effectiveness, however mnimal the
preclinical studies may have been, and however m nimal the
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avai lable clinical information is, as to whether or not

t hese devices should, in fact, receive PVMA application and
remain in the marketpl ace, because denial will, in fact,
facilitate their renoval.

That may prove a burden both to patients and
i npl anti ng physici ans, however small this nunber may be.

DR. DAVID NELSON: Right. | understand that from
this norning' s discussions. Thank you.

DR. BOYAN: Thank you. Dr. Roger Nel son.

DR. ROGER NELSON: Again, we are |ooking at this
retrospectively, so | have sone questions related to the
article itself in ternms of |ooking at the issue of efficacy.

Al of the studies, the foll omups were done by one
surgeon, then, we can assune that 50 patients were done by
Dr. Braun or not?

M5. FOCHT: | think so in his practice.

DR. ROGER NELSON: Right. So that we are only
| ooking at the efficacy of Dr. Braun doing the surgery, we
are not |ooking at the other surgeons that have been using
t he other 400 or so.

MS. FOCHT: Yes, there was no published literature
from ot her surgeons using that device.

DR. ROGER NELSON: So that is one of the mgjor

i ssues. The other issue is that when we look at this
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efficacy issue, we are saying, well, there are no failures
or 90 percent success rate, only 10 percent failures, and
the failure being a total rejection, if you will, of the
device. That is correct?

DR NI GHTI NGALE:  Yes.

DR. ROGER NELSON: But, in fact, we haven't | ooked
at the total patient. | mght have a failure and m ght
choose -- if | had it in ny right hand -- | mght choose to
becone | eft-handed, but it wouldn't be reported as a failure
because it wll be so painful or maybe perhaps not useful in
terms of function.

What | was trying to get at is -- again you can't
answer this in issue posed -- but to | ook at the hand
function, we have no nmechani sm of | ooking at people after
this device was inplanted to | ook at their function and
i ndeed whether it nmade their quality of |life any better or
different. Right? W are just assuming that if we have an
i ncidence of failure, that the failure neant that the thing
broke or did sonething, and that was a failure.

But we don't have any idea of whether or not this
device is in there, but it is kind of, oh, I feel it is a
painful thing and I will just live wwth it because | don't
want to go back to that surgeon

| would assunme that is correct, right?
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DR NI GHTI NGALE:  Yes.

DR. ROGER NELSON: The other thing that concerned
me was the report in the literature that 22 patients
achieved full range of painless notion, and then 26 achi eved
good range of notion, which wasn't clarified in terns of
what notion it was, in terns of degrees.

So | may have 5 degrees of notion, but it is good,

pai nl ess notion. |Is that right? | nean that is the way |
would read this. | don't nean to be a --
DR. NI GHTI NGALE: No, no. | nean we are reading

the sanme paper. The way | read that paper was the 22
patients had full and painless range of notion, and that the
remai ning 7 patients had variabl e degrees of notion.

| think ny reading of that paper, which is sinply
my owmn, is that the 3 patients who fractured, whose devices
| oosened, 1 because of the operation, 2 because of trauna
may or may not have had full painless range of notion, but
Dr. Braun did not claimsuccess for those 7 patients. That
is how!l read it.

M5. NASHVAN. A quick formality here. If you al
could state your nane for the record before you nmake a
coment, it would be appreciate for the transcriptionist.

DR. NI GHTI NGALE: | apol ogi ze. The last person to

speak was Stephen N ghtingal e of FDA
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DR. ROGER NELSON: Okay. That covers it.

DR. BOYAN. Dr. Silkaitis.

DR. SILKAITIS: In terns of the call for PMA here
and the conpany being prepared for it, | believe there is a
| ogi stical factor that should be taken into account, in
other words, | believe they were required to submt this
within a 90-day tine period.

There was a request for additional clinical,
possi bly going out and getting additional clinical data.
That becones logistically difficult to do if the conpany is
bei ng asked to do sonething like that, especially since the
product that is under evaluation has a 15-year market
hi story, and only 450 over that tinme period. There isn't
very many prostheses out there.

The other thing I guess would be logistical, is
that since | amassumng that the clinical work that was
done at the time was done on a narketed device, so therefore
an | DE was not put together, so therefore patients were not
consented and woul d volunteer for a study. So then trying
to go back and get these patients to volunteer may not be
f easi bl e.

That is it.

DR. BOYAN. Thank you very nmuch. Dr. Hol eman

DR. HOLEMAN:. Thank you. My comments will kind of
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relate to what Dr. Roger has said and al so Dr. Rangaswany.
It has to do with the indication for use, especially when it
conmes to the indication that you said for pain. | am not
sure that any of the data that were presented denonstrated
that it actually provided relief of pain. As a matter of
fact, the sponsor stated that one of the advantages that
pain relief my be achieved, but that also says that it may
not be achi eved.

The other thing in relation to that has to do with
the fact that it was stated that the inplantation of this
device may not neet the patient expectation or that the
patient expectation may deteriorate over tine.

That statenent suggests that perhaps the patient
and the doctors were entering into this procedure with
different expectation of what the outconmes were to be. It
kind of bothers ne that no attenpt or no indication in the
literature indicated that at anytine that anyone assessed
the patient comments on satisfaction with the device, the
performance, to what extent was the patient able to perform
activities of daily living after the inplantation as opposed
to before the inplantation of the device.

| think that when we | ook at outconmes based solely
on the |ife of the device itself as opposed to the outcone

and benefits to the patient, | think we | eave a | ot of data
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as far as effectiveness unanswered or questions unanswered.

DR. BOYAN. Thank you. Everybody has had an
opportunity to ask at | east one or a series of questions.
Now, there may be sone people that would Iike to go into
greater depth or have additional questions that have conme to
m nd. Anybody on the panel? Dr. Rangaswany.

DR. RANGASVWAMY: At the risk of upsetting
everybody, this is not directed agai nst the conpany or
anything of the sort. The comments are purely nade on the
basis of the paper that is being used.

| guess ny question is it was witten in 1985 in
Cinical Othopedics. As Swanson wote about his silicone
arthroplasty -- | amnot using that -- but just as in early
1970s, and even at that tinme, the Society for Surgery of the
Hand did have a nethod of evaluating patients. You had a
met hod of at least finding out if sonething was good in
terms of function, pain, whatever they are doing, activities
of daily living, and here is someone who is trying out a new
inplant at that tinme, and has not done that.

| f you look at the result section of what has been
published in the Ainical Othopedics, it is like a chatty
little section. It doesn't tell you anything at all, and I
guess that is what | am keeping on going back to, is that
there an opportunity at that tinme, it wasn't done, but
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neither was it done subsequently, you know, in terns of
| ooki ng at and establishing clear-cut objective criteria
that you could | ook at.

| am not saying a patient needs great function,
you are absolutely right. They could probably work with 5
degrees of function, because that woul d be adequate for that
patient, and that patient maybe just wants to be able to do
sonet hi ng very sinpl e.

So that is again going back to | ooking at
effectiveness. There is the whole issue of safety and then
effectiveness, and | think that was really what | was trying
to point out to you. It wasn't agai nst any conpany or even
agai nst Dr. Braun or sonething, but you are using this data,
and if you are going to start this, either you decide you
are going to have science or you are not going to have
sci ence, and you are going to rubber-stanp everything.

That is ny concern about this. If it is a
guestion that we are going to rubber-stanp things, well,
then it is very easy to do it. You can accept whatever data
there is and | ook and see that there aren't any sort of
horrendous conplications and just take it that step further,
or you can go in and |ook and see is there a way to sal vage
this and is there a way to kind of take sonmething out of it,
and | think there is. | don't think it is inpossible, |
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think one can certainly do it.

DR. BOYAN. Dr. Nelson and then Dr. Skinner.

DR. DAVI D NELSON: Ms. Focht, just a brief
guestion. You said that there was no other published
information. Do you have any unpublished information that
woul d help us on this? Has the conpany, for instance, done
an internal study or anything?

MS. FOCHT: No.

DR. DAVI D NELSON: Thank you.

DR. BOYAN. The answer to that question was no,
there hasn't been any ot her studi es done.

Dr. Ski nner.

DR. SKINNER: | haven't reviewed the information
that the people fromthe FDA have reviewed. | have | ooked
over the abstracts -- and | would hope they would correct ne
if | amwong -- but it is ny understanding that the de la
Caffiniere prosthesis is an extrenely sim |l ar prosthesis,
and there are nultiple publications on it indicating roughly
the sane results as Dr. Braun obtained

s that not correct?

DR. NI GHTI NGALE: That is our inpression also.

DR. SKINNER: So basically, what | amsaying is
that we are not basing this on one report, we are basing it

on a very simlar prosthesis. The results seemto be
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transl ated even across the ocean. It is not a different
prosthesis, it is very simlar, and | think that that data
shoul d be taken into consideration in evaluating a class of
prostheses, and | think that is what we are tal ki ng about
her e.

DR. BOYAN. M. Dillard.

MR. DI LLARD: Thank you, Dr. Boyan. There is a
couple of things | think I ought to clarify at this point,

t hat have been tal ked about, and I think it is a good tine,
one of which is that this premarket approval application
needs to stand on its own based on the data in the product.
This is not a situation where other data from anot her
prosthesis can be used in support of the approval of the
application for another product, so fromthat standpoint,
while it may be interesting published information, it should
not be used in support of your recomrendati on today here on
this product.

The other is a question that, Dr. Geenwal d, you
brought up earlier, and if you wouldn't m nd nmaybe restating
it, if you can renenber it.

DR. GREENWALD: | don't think senility has
overtaken ne yet, but just refresh ny nenory a little bit.

MR. DILLARD: | think you had raised a question

about the 515(b) type PMA applications and the preanendnents
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nature of the product.

DR. GREENWALD: Right. W tal ked about the
devices that we are now tal ki ng about today and tonorrow are
preanmendnment devices for which 510(k) approvals were given
A nunber of years have gone by. These products have been in
t he mar ket pl ace and on the market, however limted in nunber
and application, and now, because of the Safe Medi cal
Devi ces Act and the call for PMAs on these preanendnent
devices, we are now evaluating the PVA that has cone in
specific to the application here.

| think, as Dr. Nelson correctly put it, it does
seemin sone way putting the cart before the horse, but
nevertheless, that is the reality of where we are in 1997.

Am | on target here with what you said?

MR. DI LLARD: Thank you. | just wanted to make
sure | had it clear what one of your issues was.

DR. GREENWALD: Let ne just finish this then.

What | went on to point is that although these have enjoyed
-- these products, these disused or mninmally used products
have enjoyed 510(k) utilization, currently, if these PMAs
are found unapprovable, they will subsequently be renoved
fromthe marketplace, at least that is ny understandi ng of
it.

MR. DILLARD: Yes. Good. And | would like to
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clarify that a little bit also, and you made one ot her point
about the status of any of the other products that you may
be aware of, and any of you on the panel m ght be aware of,
and their current status based on the fact that they are not
here today, where does that |eave them and so | would |ike
toclarify that a little bit.

| think I will take that latter point, which is
any of the other products that m ght have either been on the
mar ket preanmendnents or had been cleared through the 510(k)
process, as of the Decenber tinme point, which would have
been 30 days after that final Federal Register Notice in
Septenber, the products that were not submtted under PNA
application or did not have an investigational device
exenption submtted to the FDA, should be off the nmarket.
They shoul d not be marketed any | onger because it takes
ei ther an approved |IDE application or a PVMA application
under review for the products to remain on the market.

So based on today's standards right now, this
product is the only one that is a legally marketed product
inthe United States. Everything else should not be
mar keted. So | hope that clarifies the one other point that
you had.

The other is that the |level that we | ook at for

substantial equival ence versus safety and effectiveness is
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different. Substantial equivalence at the tine that these
were found to be preanendnents Cass |IIl devices, the | eve
to obtain marketing was substantial equival ence to that

pr eanendnent s devi ce.

As of Decenber of 1996, 90 days after that fina
call, a product needed to have a PMA undergoi ng and that
there needs to be reasonabl e assurance of safety and
ef fecti veness of the product, and the product needs to be
t hen either approved or not approved under a PMA to have a
final status on that product.

Just to drive home, not to be repetitive, but that
product needs to stand on its own based on the information
on that product, not on the fact of a whole class of
products, because it no longer is that situation that we had
when it was substantial equival ence.

| hope that has hel ped.

DR. BOYAN: Thank you very nuch.

| just want to give one |ast opportunity for
general questions to the panel before we go to addressing
each of the questions fromthe FDA to us.

All right. Seeing no issues being raised, as we
turn it back over to the FDA questions, | would like to
conplinment M. Stevens and Dr. N ghtingale on your review of

this application. It was very nicely done.
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Al right. Panel questions. Could we have the

over head back up. Does everybody have their

in front of thenf

panel questions

| amjust going to repeat the general questions,

so that we are clear on what we are going to address, and

then we will take each question in turn. As we go through

each question, we will just go right around the table, only

this time we will start with Dr. Hol eman, and then peopl e

that have a comment relative to the question will offer

them and then we will start with the second question, the

reverse, so you understand how we are going to do it.

Qur first question that we are goi

is: Are the proposed indications supported

ng to | ook at

by valid

scientific evidence? Continuing the first question: Are

there any specific contraindications, warnings, or

precautions that you believe -- that is we -- believe are

appropriate for the use of the device?

The second question: Are there specific clinical

eval uations or tests that we, the panel, bel

i eve are

necessary for the selection of appropriate patients?

The third question: Should any additional or

special instructions be added to the surgical technique for

the Avanta Braun-Cutter Trapezi o-Metacar pal

Pr ost hesi s?

Finally, the fourth question: Should any specific
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information be given to patients regarding the device or
their surgery, such as Iimtations in activity or
rehabilitation?

Again, the first question, which is the one we
w Il address first: Are the proposed indications supported
by valid scientific evidence? And are there any specific
contrai ndi cations, warnings, or precautions that we believe
are appropriate for the use of the device?

Dr. Hol eman, why don't you begin

DR. HOLEMAN. The only thing that | would say in
reference to the indication being supported, | think we are
know edgeabl e and we are aware, we all agree that the anount
of data that we have at this point are limted as to support
of the indication for use, and I would say that based on the
fact that | amstill not sure if pain is one of the
i ndications for use, that it has even been discussed
adequately as to whether or not it achieved that.

DR. BOYAN. Thank you. Dr. Silkaitis.

DR SILKAITISS M coments will be brief.
Basi cal | y, evidence has been provided by the manufacturer
for alimted indication for their product.

DR. BOYAN. Dr. Roger Nel son.

DR. ROGER NELSON: And | would agree that there is
limted evidence, scientific evidence perhaps, but very
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limted evidence by one surgeon, by his technique, w thout
havi ng a broader spectrum of surgeons involved in the care
of the patients and foll owp, and again, we are | ooking at
it after the fact.

But | would say that there is very limted
scientific evidence and that there would have to be very
significant indications for this surgery.

DR. BOYAN. Dr. David Nel son, and would you al so
address sone of the contraindications or warnings.

DR. DAVID NELSON: | have no concerns on these
I Ssues.

DR. BOYAN. (Ckay. Turning it over to Dr. Besser.

DR. BESSER | am addressing the first question,
are the proposed indications supported by valid scientific
evidence. The evidence that is presented is valid, | don't
think it's convincing. | have no comment on specific
contrai ndi cations, warnings, or precautions.

DR. BOYAN: Dr. Rangaswany.

DR. RANGASWAMY: | guess everyone has heard ny
comments on this. | think there are indications for the
procedure for putting in this kind of inplant. They are
limted, and if it is marketed, it has to be based on the
fact that this is one surgeon's experience at this point in
tine.
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Times are different. One can nake excuses for the
past, but | today, it is very difficult to use a broad
variety of indications, and ny concerns would really be with
the patient who has severe rheumatoid arthritis, whether
this is really a device to be used in that kind of patient.
It seens to be nore in the isolated osteoarthritic CMC joint
of the thunb sort of patient who has this, where this can be
an option of treatnent.

So |l think it is very limted. | amnot sure that
the data is all that good, and that is still ny concern
about it. There is not enough data.

DR. BOYAN. Dr. Rudicel.

DR. RUDICEL: | would agree with that, that the
i ndi cations would need to be narrowed and that there is not
a lot of data to support them

DR. BOYAN: Dr. G eenwal d.

DR. GREENWALD: | feel that the presentation is
limted by the addressing of one study and this one
surgeon's one experience, but by the sane token, so is the
i ndication for the nunber of these devices that are indeed
to be inplanted or are likely to be inplanted.

It would seemto ne that that being the issue, |
amreally not particularly bothered by the m nim zation of

what we have, in fact, read here.
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DR. BOYAN. Thank you. Dr. Skinner.

DR. SKINNER: Could |I ask Dr. Nelson to please
clarify what he neant by whatever he said. Wat was that?

DR. DAVID NELSON: | said | have no concerns about
the data. W don't have any scientific data, and we don't
have anything appropriate for the indications, but that is
not the fault of the conpany. It is the nature that we are
doing this backwards, and | amw lling to accept the limted
data and the fact that there are no significant adverse
effects of it.

DR. SKINNER: So you are basically willing to

accept the list of surgical indications noted in the handout

her e.

DR DAVI D NELSON:  Yes.

DR. SKINNER: | agree with Dr. G eenwald and |
al so agree wwth Dr. Holeman. | think that the list has a

small problemwith it in that | think that all of them
except the |l ast one are appropriate indications because |
think that is basically a common endpoint, but | think that
they all should have "painful" placed before them because
the indication should be painful degenerative or

i nfl ammatory di sease, pai nful degenerative basal joint
arthritis, painful dislocations, subluxation. | think that

shoul d be the indication. | think they should all be.
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DR. GREENWALD: | would agree with that.

DR. BOYAN: Thank you very nuch.

Let's go the second question. |If you don't have a
specific coment to nmake, don't feel obligated, you can pass
it to your neighbor. W will start this time with Dave
Nel son and go this way around the room

Question No. 2: Are there specific clinical
eval uations or tests that you believe are necessary for the
sel ection of appropriate patients?

DR DAVI D NELSON:  No.

BOYAN. Dr. Roger Nel son.
ROGER NELSON:  No.

BOYAN: Dr. Silkaitis.
SILKAITIS: | have no comment.
BOYAN: Dr. Hol eman.

HOLEMAN:  No.

BOYAN: Dr. Ski nner.

T %3 3 3 3 3 3 3

SKINNER: | amsorry, Dr. Boyan. Wat was the
gquestion?

DR. BOYAN. This is our second question. Are
there specific clinical evaluations or tests that you
believe are necessary for the selection of appropriate
patients? You can think about it for a while.

DR SKINNER Well, | think that there should be
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x-ray evidence of one of those conditions as typically found
in the Medicare regulations for total hip replacenent, for
i nstance, but other than that, no.

DR. BOYAN: Dr. G eenwal d.

DR. GREENWALD: Well, the standard ones - pain,
| oss of function confirnmed by x-ray di agnosis.

DR. BOYAN. Dr. Rudicel.

DR. RUDICEL: | would concur with that. A
physi cal exam going along with the problem x-rays, and
pai n.

DR. BOYAN: Dr. Rangaswany.

DR. RANGASVWAMY: | woul d go along wth what has
been just said.

DR. BOYAN:. Dr. Besser.

DR. BESSER No additional comrent.

DR. BOYAN. Then, we are on to the third question
Shoul d any additional or special instructions be added to
the surgical technique for this particular device? W wll
start with Dr. G eenwal d.

DR. GREENWALD: The only concern -- and it was a
concern that was brought up by the Food and Drug
Adm nistration -- and although | amnot really famliar with
the inclusion of patient inserts into orthopedic devices,
generally, there are precautionary statenments made in the
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| abeling, but I haven't really, in just ny experience, cone
across specific instructions that were nade available to the
patient concerning the use of the device. OCh, that is
Question 4.

DR. BOYAN. That is Question 4. W are not there
yet. | think this is in reference to the comment that has
been nmade in several of the reviews that we have heard, that
this is a technically demandi ng device to put in place, and
so should there be sone instructional information provided
to the surgeon to help himor her do it.

DR. GREENWALD: | think that is a question best
answered by the hand surgeons that are here today. They
have read the instructions. And there are two of them at
| east.

DR BOYAN. Let's go to Dr. Rangaswany.

DR. RANGASWAMY: | think the brochure does give an
outline of howto do the procedure, but | wonder if this is
sonet hing that should be avail able to people who are going
to do it on a videotape or sonething, that they would
under st and, and plus they would al so need to know sone
caveats as to where they could get into trouble and how t hey
woul d avoid getting into trouble, because there is not a | ot
of roomto get into trouble there.

DR. BOYAN. Do you have anything you want to add,
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Dr. Nel son?

DR DAVI D NELSON:  No.

DR. BOYAN. Are there any other comments? Dr.
Ski nner .

DR. SKINNER: This is the type of procedure that
is going to be done primarily by a surgeon once a year,
tw ce a year type of thing, and based on that, just as in
total knee replacenent, there ought to be very specific
surgeon brochures to help the surgeon do the best job
possible to prevent the | earning curve problem

DR. BOYAN: Thank you. Dr. Nel son.

DR. DAVID NELSON: Dr. Skinner, | amnot sure that
is the case because | think what we will probably find is
that there is a very few nunber of surgeons who choose this
particul ar option, and they are doing a | ot nore than one or
t wo.

DR. BOYAN. Any ot her comments? GCkay. Now, the
fourth question is: Should any specific information be
given to patients regarding the device or their surgery,
such as limtations in activity or rehabilitation?

| have waiting for this question, so | could have
a chance to answer it. | think that absolutely yes, there
needs to be nore patient information than currently exists,

and certainly the patient needs to be made aware of the
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negati ve consequences of a device of this type.

In that [ight, the fact that no FDA MDR has
officially been filed, there is certainly docunentation of
negati ve consequences that can occur with this device. In
Dr. Braun's paper, at the very least, that paper should be
made available to the patients or information fromthat
paper .

Let's go around starting with you, Dr. Nel son.

DR. DAVID NELSON: Can | ask a general
i nformational question before we get to that, because |
think it wll tell ne where | go with the answer to that
guesti on.

Are we at this panel in a nonment going to vote on
this?

DR. BOYAN. No, we are actually going to get a
break, and we are going to take 10 mnutes to go outside and
do what ever people do on breaks, and then we are going to
conme back and vote.

DR. DAVID NELSON: Okay. So then | have to ask
this question. 1Is it possible at some point, when we vote
to either approve or disapprove this, to ask that data be
kept in the future, either in the formof a registry or not,
either for all of the devices sold or for sone percentage of
devi ces sold, and make that part of our approval ?
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DR. BOYAN. O part of our notion we don't
approve. It would be part of our notion.

DR. DAVI D NELSON: Correct. Ckay.

DR. WTTEN:. You can include that in your
reconmendati on.

DR. DAVI D NELSON: Then, | would agree with you
that since we do have limted information on this device,
that sonme of the information that we do have from Dr.
Braun's papers -- that's obviously where it conmes from --
shoul d be available, but I don't think we should give the
whol e paper, because patients can't understand that, but
sonme of the information contained in that, say, there is a
10 percent failure rate, et cetera, would be appropriate.

DR. BOYAN. Dr. Roger Nel son.

DR. ROGER NELSON: | also agree that | think that
we need to give the patient sone information, but | think we
need to be very aware when we give patient information, that
we don't also have an iatrogenic effect, and that we give a
list of itenms and the patient goes down and says, oh, should
| have that or should |I have that or should | have that.

So | think whenever that is framed, those list of
guestions or comments, that we be very careful not to make
this into an iatrogenic kind of approach. | think there are

a nunber of other itens that | think we would |i ke to have

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



aj h

if we can do a post-market kind of surveillance, if you
will, of hand function, a standardized kind of hand function
perhaps, or a patient satisfaction kind of information, sone
other information related to the patient, not just related
to the device, because the device is inplanted in a patient
and the patient has a life, and we need to know about that
patient's life.

So whether it is a surgical inplantation, yes, the
surgery was a success, but did the patient ever use it? No.
O that kind of device. So |I would advocate for sone kind
of information that is retrievable, related to the patient
and the use and interaction of this device by the patient by
sonme kind of nmechani sm

DR. BOYAN. Dr. Silkaitis.

DR SILKAITIS: Yes. | just want a clarification
on the patient information directed towards FDA. In terns
of the fact that the patient information would be consi dered
part of |abeling, and therefore would undergo FDA review, ny
coment is will the panel nenbers be involved in the review
of that patient information sheet, or would that be an
i nternal process?

DR WTTEN: | think what we are hoping for is to
get enough recomendati ons about what the panel feels is
appropriate or inportant to include in that patient
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information | abeling, and take it fromthere.

DR. BOYAN. Thank you. Dr. Hol eman.

DR. HOLEMAN. | certainly think that the patient
shoul d have access to all information that is necessary for
the patient to make an inforned decision, so when that
patient decides to go along with the procedure, that patient
knows what outcone can be expect ed.

In that sense, | guess | kind of disagree with Dr.
Nel son, shoul d the patient have enough information that he
or she chooses not to have the surgery, then, that's okay,

t oo, because then that patient woul d have made the best
deci si on.

| also would like to add to that, that perhaps
Nunmber 3 should be broadened a little bit, inasnuch as we
are tal king about information, because | don't see where the
physician has a lot of information in reference to nmaking a
good deci sion about performng that particul ar procedure on
a patient, and | think that sonehow that information should
be made avail abl e.

When | | ook at what has been included to go on the
| abeling, it says that the | abel cannot provide all of the
i nformati on necessary, and then ny question would be where
wll that information be necessary, where will be provided,
so that the physician can gain access to that information.
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DR. BOYAN. Thank you. Dr. Skinner.

DR. SKINNER: | guess | need sone information from
the FDA. |s the package insert supposed to replace the
i nformed consent process?

DR. BOYAN. Dr. Wtten or M. Stevens, do you want
to address that?

DR. WTTEN: It is not nmeant to repl ace the
i nformed consent, but it is an additional way to provide
information to the patient.

DR. SKINNER: | think that the information
provided to the patient should provide the usual sorts of
things that you mght find in a drug thing. The incidence
of loosening is 10 percent in followp for 1 to 10 years.

It may be higher with greater activity |levels, that sort of
thing, and it should be quite general and not terribly
specific, so that a patient can understand it.

DR WTTEN. | wonder if | could clarify what part
of our question is before we finish going around the room
and whether this should go in the surgeon instruction or
woul d be thought of as patient information. | think perhaps
it would be both.

But if there is any way that the panel can give us
a recomendati on when you tal k about activity, to

characterize the activity postoperatively and in the | onger
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term that m ght be expected or mght be alimtation to
instruct the patient about.

DR. SKINNER: Part of the process in the inforned
consent is letting the patient know what is going to happen
after they have their arthroplasty, and before the surgeon
gets to that process, he has to provide the patient with
ri sks, alternatives, and prognosis.

The al ternatives include such things as
art hrodesi s, which would be sonething you would tell the
pati ent would be for the working man, the patient that is
going to do heavy labor. The patient who is going to get
t he anchovy operation is going to be someone who is going to
be nore interested in fine activity perhaps.

Each surgeon has their own take on which patient
is the best patient. | don't think |I can give very specific
suggestions for what should go in the patient information.
Along those lines, | think that is up to the surgeon. That
is why | asked about the infornmed consent.

DR. DAVID NELSON: Dr. Skinner, you referred to an
anchovy procedure. | amnot sure everybody knows what that
nmeans.

DR. SKINNER: Well, | haven't done many of these.
| ama hip and knee type of guy. But | have done sone of

t hese where you take the palmaris | ongus and you roll it up
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inalittle ball, and you stick it in that hole where you
take out the trapezium

DR. DAVID NELSON: | think you are just referring
to what we have in our docunments as any of the variety of
| i gament ous reconstructive procedures.

DR. BOYAN: Dr. G eenwal d.

DR. GREENWALD: | don't have any comment.

DR. BOYAN: Dr. Rudicel.

DR. RUDICEL: | don't have anything further to
add.

DR BOYAN: Dr. Rangaswany.

DR. RANGASWAMY: | just have one question. This

is nmore for nmy information. The issue that Dr. Hol eman
brought up in ternms of the surgeon -- and | agree with
everybody here that obviously, it has to depend upon the
surgeon as to what they tell the patient -- but the question
is how does the surgeon, when you market this product and
it's avail able, et cetera, how does the surgeon get hold of
t he information.

We assune that they will look at the literature,
but we all realize that there are sone problens with it, and
| guess that is one of the questions, whether they are told
this kind of data and sonme of the flaws in the data that are

present, at the sane tine saying that there is an option
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that can still be considered because it still appears to be
effective.

So that is just a question that | have, and as far
as the patient thing is concerned, | think it really does
depend upon the surgeon. You can put it all down on a
little sheet, like the drug things and stuff, as Dr. Skinner
said, and leave it there, but if the surgeon doesn't sit
down and explain everything to the patient, | don't think it
makes any di fference how nuch you wite and put inside.

DR. BOYAN:. Dr. Besser.

DR. BESSER | guess a question to the hand
surgeons on the panel. | amcorrect that you woul d advi se
your patients postsurgically as to what activities are and
are not advisable for using the reconstructed hand, no
handbal |, no --

DR. RANGASWAMY:  Yes.

DR. BOYAN: Let the record reflect that Dr.
Rangaswany agreed with Dr. Besser, the answer was yes.

M. Mel kerson.

MR. MELKERSON: Just a qui ck point of
clarification on sonething that conmes up over and over again
with the FDA. Wat is the appropriate nechanismto get that
to the surgical community, because we have used the package

insert as what we believed to be a bit of information that
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t he surgeons | ook at, but we are inforned by surgeons and
the manufacturers that is not where they | ook for that
information. So maybe the panel could give us a little
gui dance on where they think it would appropriate.

DR. BOYAN. Dr. Skinner.

DR. SKINNER: | have done hundreds of total hips,
and | don't think I have ever seen a package insert.

DR. BOYAN. Dr. Hol eman

DR. HOLEMAN. | don't know if it is appropriate to
ask a question at this point, but it has to do with the
request that prior to scheduling the surgery, there should
be docunented counseling regarding the contraindication or
conplication associated with the instrunment, wth the
device. Could you elaborate on that a little bit?

DR. BOYAN. Dr. Hol eman is asking one of the
surgeons to -- are you asking Ms. Focht or are you asking
t he surgeon?

DR. HOLEMAN. | am asking Ms. Focht.

DR. BOYAN. Ms. Focht.

MS. FOCHT: We perceive the users of the device to
be hand surgeons, and it is our expectation and our
experience that the hand surgeons do speak with the patients
in great detail about surgical options prior to surgery, and

we personally do not collect docunented data or evidence of
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that for our records.

DR. BOYAN. Dr. David Nel son.

DR. DAVID NELSON: | ama practicing hand surgeon.
It is the noral and | egal obligation of the hand surgeon to
do the informed consent, and the conpany has nothing to do
with it, and it does have to be docunented in the chart.

DR. BOYAN: | amgoing to take the chairman's
prerogative to have a |l ast word here, and that is, that |
strongly encourage FDA to nmake the information avail abl e

both to the patient and the surgeon in sonme format.

Wth that, | would like to tell you all that we
are going to have a short break. | am an aggressive
chai rman, 10 m nutes. Count them 10. | wll cone out and
get you.

[ Recess. |

DR. BOYAN: The break is over. Back to work.

Before we begin, M. Dillard, if you could cone
back up and just review with us again how this PVA differs
fromall other PMAs.

MR. DILLARD: | would be happy to. Thank you, Dr.
Boyan. This PMA is very different fromwhat you have seen
in the past, there is no question, and | understand that
that is part of what you are struggling with at this point.

One of the situations that | think you ought to
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consider for this PMAis that -- and | think this factors in
very well to probably your recomrendati ons and your voting
status comng up here -- but there is a couple of things |
want you to keep in m nd.

One is the definition of valid scientific
evidence. Valid scientific evidence that is defined in 21
CFR 860.7, if | can renenber it off the top of ny head,
gives us the regul atory gui dance of what is considered to be
valid, what is the scientific evidence that we say yes, it
is valid and we consider it or can consider it in our
deci si onmaki ng process of the approvability or not
approvability of a product for its stated intended use, and
what you should factor in then, in addition to the
definition of valid scientific evidence, is, is the valid
scientific evidence plus your deliberations, considerations,
and anything el se that you have di scussed today, whether or
not that adequately gives a picture of the risk versus
benefits of the product and the safety and effectiveness,
and keep in mnd that what you are thinking about is does
the valid scientific evidence presented provide reasonabl e
assurance of safety and effectiveness for the product for
its intended use.

| think if you keep that in your mnd, | think
that is going to help you in your deliberations, your future

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546- 6666



aj h

del i berations today and tonorrow, too, and about any notions
you m ght make.

Again, to this type of product, it is different
and | don't want to rehash howit is different. | nean |
think you all have done a very nice job discussing it. And
the data here is what is different. The data froma
retrospective point of view as opposed to a prospective
point of viewis what you are considering. | think that is
where your uneasiness is, is that you are very used to in
this setting | ooking at the prospective data set.

But | think again, if you consider it keeping in
mnd valid scientific evidence, safety and effectiveness,
and reasonabl e assurance of that safety and effectiveness,
you will have the right framework as you are trying to
di scuss the product.

| don't knowif that is getting to the
differences. | don't want to go into too nmuch detail about
the differences again, because there are differences. The
hodgepodge that we di scussed of data can go all the way down
to significant clinical human experience with a legally
mar ket product, and that still defines valid scientific
evi dence.

DR. BOYAN. Thank you very nmuch. Yes, Dr.

Ski nner .
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DR. SKINNER: Could I ask M. Dillard sonething
here? What are we doing here in terns of setting a
precedent for future devices, anything at all in terns of
this 515(b) PMA process?

MR. DILLARD: In terns of precedence, this is the
first time -- it is not the first time that a 515(b) PMA has
gone to panel, and the one that imrediately conmes to m nd
that is not necessarily a good exanple, but it is one that
had mul ti ple panel neetings, are the breast inplants, and
they did go to a couple of panel neetings with differing
recomendati ons over that time frame, and so fromthe
st andpoi nt of setting a precedence, there have been ot her
515(b) PMA devices that have been voted on.

There have been ot her 515(b) PMAs that have been
| ooked at fromthe sanme standpoint that you are | ooking at
this PVA here today. So in ternms of precedence, | think
what we are trying to do, and | think what we are trying to
do in the Agency, is allowthe flexibility and the
opportunity for you as the experts in the field, who have
used this type of product, who are famliar with the type of
procedures that we are tal king about, give you the
opportunity to discuss and bring to the forefront clinical
experience, your |ook and read of the data that is being
presented, that in this case is literature information, and
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totry to put some reasonabl eness on that data set.

So this is sonmething that while precedence is
sonething that is a word that could be used for this, it
also is what | would termnore to be a pilot situation of
what we are trying to do at the Agency. W are trying to
give that opportunity to people other than just FDA, air
sone of these issues in an open public forumjust like this,
and so fromthat standpoint, it is a little bit newer than
what we commonly do in advisory commttee neetings.

DR. BOYAN: Thank you. Yes, Dr. David Nel son.

DR. DAVID NELSON: Just to followp on Dr.
Skinner's point, though, despite what you have just said,
coul d not soneone cone back |ater and say wait a second, you
can't do such and such now because of that panel before?

MR. DILLARD: | think I would -- and I amgetting
alittle bit different focus here -- | think that for this
product, you are saying the data here says sonething to you,
what ever it says. Wether or not that precedence can be
extrapol ated to other products, to other situations, is
sonething that is very individual for the PMA and very
i ndi vidual for the situation.

| think in terns of setting a precedent, these are
all individual, there are not very many of them There

probably won't be that many in the future that cone to a
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panel under this circunstance, so they already are rare
cases.

| don't think you are setting a precedent no
matter which way you go, saying that all other PMAs have to
be at a certain |evel, whether novel or 515(b) Cass II
preanmendnents products. | think you wll be voting on the
| evel for this product and perhaps subsequent products of
this product category, but | think it is exclusive for this
product, if that hel ps.

DR. BOYAN. Thank you.

Coul d we have a notion made? Dr. Rangaswany,
woul d you be prepared to make a notion? Wait. | did this
t 00 soon.

Ms. Nashman, could you instruct us how to behave?

M5. NASHVAN.  Yes, | would |ove to.

Actually, before | go into reading of the voting
options, this is just a request. You all asked if we used
the proceeds of these neetings, and we do. One of the ways
we do that is by |ooking at the transcripts. So, unless you
speak clearly and concisely into the m crophone, and state
your nanme, it will be hard for us to reconstruct the scene
later. So if you could do that, | would appreciate it.

Panel Voting

Let me now get into the voting process. Now that
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you have finished your discussion, you will be asked to
formally vote on a recommendation to FDA on this subm ssion

| would Iike note again that this is going to be a
recommendation to the FDA. Dr. Boyan will ask for a notion
fromthe panel, and there are going to be three options for
panel recomendation to the FDA. These options are as
fol |l ows.

First, approvable. Second, approvable with
conditions. Third, not approvable.

They are described as follows. |If the device is
approvabl e, you are saying that the FDA shoul d approve the
PMA with no conditions attached. The second option is to
recommend that the device be approvable with conditions. |[f
you vote for approvable with conditions, you are attaching
specific conditions to your recomendation that FDA approve
the PMA. The conditions nmust be specified when a notion for
approvable wth conditions is made. |In other words, you may
not vote for approvable with conditions and then determ ne
the conditions later, or vote for approvable with conditions
and then not state conditions.

Exanpl es of conditions or preapproval, conditions
are draft |abeling and a resolution of questions concerning
sonme or any of the data that has been presented. Exanples
of postapproval conditions are post-market studies and the
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subm ssion of periodic reports.

You shoul d propose the extent of the conditions of
approvability, such as the nunber of patients to be foll owed
and/ or the nunber, interval, and type of report to be
considered. In all cases, you nust state the reason or
pur pose for the condition.

The |l ast option is not approvable. The third
option, the Act, Section 515(b), Part 2, paragraph (a)
through (e) state that a PMA can be deni ed approval for a
nunber of reasons. | wll discuss three relevant reasons.

The first is the |ack of show ng of reasonabl e
assurance that a device is safe under the conditions of use
prescribed, recomended, or suggested in the |abeling, and
et me further describe this.

Safe neans that there is a reasonabl e assurance
that a device is safe when it can be determ ned safe based
upon valid scientific evidence that the probable benefits to
help fromthe use of the device, when acconpani ed by
adequat e directions and warni ngs agai nst unsafe use,
outwei gh the probable risks. It is a benefit-to-risk ratio.

The valid scientific evidence used to determ ne
the safety of a device nust adequately denonstrate the
absence of unreasonable risk of illness or injury associated

with the use of the device for its intended use and
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condi tions of use.

A second reason to suggest disapproval is a |lack
of show ng of a reasonabl e assurance that the device is
effective under the conditions of use descri bed,
recomended, or suggested in the |abeling.

Ef fecti veness can be defined as the reasonabl e
assurance that a device is effective when it can be
determined that it will provide clinically significant
results.

This determ nation nmust be based upon valid
scientific evidence that a significant portion of the target
popul ation, the use of the device for its intended use and
condi ti ons of use, when acconpani ed by adequate directions
for use and warni ngs agai nst unsafe use, wll provide
clinically significant results.

Finally, the PMA can be recommended for
nonapproval if, based upon a fair evaluation of all the
material facts and your discussions, you believe the
proposed | abeling to be false or m sl eadi ng.

| f you vote for disapproval, the FDA asks that you
identify the neasures you believe are necessary or the steps
that should be taken to place the application in an
approvable form This may include specifics on additional
studi es.
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The process of voting is going to begin with a
nmotion froma nmenber of the panel. It may be for any of the
three options - again, recommendation for approvable,
approvable with conditions, or not approvable.

If the notion is seconded, the Chair will ask if
anyone woul d like to discuss the notion, and so on. Again,
pl ease renenber the proceedings are taped for |ater
transcription, nonverbal signals are not captured on tape.

If you wish to second, you should state so rather than
noddi ng your head or waving your hand. You may vote yes,
no, or abstain.

A majority vote carries the notion, and the voting
menbers for this afternoon's portion of the neeting are as
follows: Drs. Besser, Geenwald, David Nelson, Roger
Nel son, Rangaswany, Rudicel, and Skinner. Dr. Boyan, as the
chai rperson, votes only in the case of a tie.

At this point, | will turn the neeting back over
to Dr. Boyan.

DR. BOYAN. Thank you. Before beginning the
voting process, | would |like to nmention for both the panel's
benefit and for the record that the votes taken are votes in
favor of or votes against the notion nade by the panel.
These are not votes for or against the product.

Again, | would |like a notion, and I would like to
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give Dr. Rangaswany the opportunity to make that notion

DR. RANGASVWAMY: | would raise the notion that the
product be approvable with condition.

Shoul d I announce the conditions, too, at this
poi nt ?

DR. BOYAN:. Yes, please.

DR. RANGASVWAMY:  The conditions should include a
clearer definition of the indications as discussed here on
the panel, the wording in terns of "painful degenerative

arthritis," et cetera. Also, to include the standard
clinical evaluations that were al so discussed, which is the
presence of pain, limted range of notion, x-ray changes, as
well as function, and in the insert that is provided, to
identify sonme of the problens, the conplications, so that
that information is available to the surgeon and to the
patient.

The last thing is for sone -- and this is a
question that | have first before | add it to the notion --
whet her one can add the post-market -- | nmean it is already
mar ket ed, but surveillance of this, say, maybe two or five
years from now, probably five years, because the device is
really not used that nmuch, and even to pull back sone of the
ol der patients to see what really happened to them woul d be
very useful scientific information
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M5. NASHMAN:  You can include that within the
not i on.

DR. RANGASVWAMY: Yes, | would like to include that
with the notion.

DR. GREENWALD: | will second the notion.

DR. BOYAN. The notion was seconded by Seth
Greenwald. |Is there any discussion of the notion? Seth.

DR. GREENWALD: | seconded the notion, and I would
like to add sone -- | don't knowif | would call it
clarification -- but sone facility to what Dr. Rangaswany
has sai d.

Rat her than use the horrific term "post-market
surveillance,” it is already marketed, | would like to
suggest that perhaps a registry be included as part of the
conpany's future efforts to track what is certainly a
limted nunber of devices. | nean if only 480 have been
inplanted to date, certainly, that should not produce an
overriding burden on the part of the corporation to at |east
keep track of who receives these, as the nunber is likely to
be smal | .

Secondly, | took very nmuch to heart Dr. Skinner's
commentary, and have known this for many, many years, that
surgeons slimy or scarcely read the package inserts that

are acconpanyi ng these devices, and perhaps vis-a-vis Mrk
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Mel ker son, perhaps there could be another way of encouraging
t he conpany, w th FDA encouragenent, to include sone of the
packagi ng | abeling concerns, limtations, and
contraindications in a surgical technique which is surely to
be published by the conpany for distribution to surgeon
users.

Lastly, | think Dr. Hol eman made a good comment
about the utilization of patient information, and this is
one of FDA' s concerns, and | think sone thought should be
given on the part of the conpany, and agai n encouraged by
FDA, to provide sone sort of patient information aside from
t he packaging insert that the patient is |likely to see.

DR. BOYAN: Are you offering those further
comments as |like in effect anmendnents to the notion?

DR. GREENWALD: Well, | think they suppl enent the
amendnent she has al ready made.

Yes, Dr. Roger Nel son.

DR. ROGER NELSON: Again, in the area of
suppl enment or clarification of the surveillance issue, the
registry kind of issue, I would like to encourage, so that
we don't cone into the same problemfour or five years from
now, is that when these devices are exam ned, that the
conpany or the nmechani smof the surveillance include

pre-post kind of study where we are using standardized
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valid, reliable nmeasures of hand function, a standardized
formof patient satisfaction, a standardized formof a
reliable, valid health-related quality of |ife kind of
measure, that would be appropriate for a patient that has
had hand surgery, if they do exist.

| imagine that there are sonme forns of
standardi zed hand eval uation that are available. | know
that there are standardi zed patient satisfaction. | believe
the OT Association, doesn't the American Qccupati onal
Therapy Association -- well, | would |like for them at | east
to |l ook at sonme of these issues of having a standardized
evaluation. OQherwi se, we are going to conme up wth soup
again in terns of trying to figure out what we have.

DR. BOYAN: Yes, Dr. Rudicel.

DR. RUDICEL: | could just comrent on that.
think that is opening sort of a second can of worns that
this panel could not deal with today. The Qutcones
Commttee in Othopedics has been dealing with that quite
extensively, and for the |ast three or four years, have been
devel opi ng those types of questionnaires, which are not yet
fully validated and standardi zed, but they are in the
testing phase, the hand instrunent being the furthest al ong,
but | think probably within the year, that wll be

avai lable, and | think that is something to be considered in
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the future, but would be difficult right now

DR. BOYAN. | would like to just keep us on the
noti on, because we are each going to get a chance to have
one |ast comment as to why we voted the way we voted, after
we get to vote. So is this comment going to be on the
notion? | amgoing to try to repeat the notion that | think
we now have in a second.

DR. DAVID NELSON: Go ahead. Just do the notion.

DR. WTTEN: Excuse ne. |If Dr. Nelson had a
comment about assessnents, | think it m ght be useful for us
to hear it.

DR. DAVID NELSON: | would like to address that
because | totally agree with ny nanesake, Dr. Nel son, as
well as Dr. Rudicel, that it would be great to include al
of that, and it doesn't exist, so we can't include it.

However, | do agree with the thrust of what you
are saying, is we don't want to be here in five years if we
have, say, sone sort of registry, and not have any dat a.

So, | don't know what the nmechanismis that will give us
some good data, but that is sonething that is highly
desirable, and | think it is doable.

DR. BOYAN. Dr. Skinner.

DR. SKINNER: | think we have to be very carefu

wi th mandating these sorts of things. This is a prosthesis
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that is only put in a fewtines a year apparently in San
Diego. It is put inlimted areas probably around the rest
of the country, and nmandating a surgeon to obtain that data
mandat es that the conpany provide noney to get the surgeon
to get that data.

| think we should probably stop at the registry,
mandating only obtaining a current address for each of the
patients, sonmething on that order, so that they can be
examned at a |later date if need be.

It also raises | RB issues when you start mandati ng
all these things and whether you can even sell the
prost hesi s.

DR. BOYAN. Wuld you allow nme, as a restate the
nmotion, to | eave sone of those decisions up to staff, FDA
staff? | think they are aware of what is reasonable and
what isn't reasonabl e.

DR. SKI NNER:  (Good.

DR. BOYAN. Here it is. The notion that currently
is on the floor is approval wth conditions, and those
conditions include that there be a clear statenent of the
i ndications for use, and that they be related to standard
clinical indications for therapy of this kind; that there be
an insert that identifies conplications both for the surgeon

and for the patient, and that FDA and the conpany consi der
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mechani snms for getting the information to the surgeon for
how best to use the device in sone sort of technical
training instrunment that they will actually read and use;
that there be sone kind of post-narket surveillance

devel oped and that that be left up to staff to work out, but
that we recogni ze that given the actual nunber of patients
that actually receive this device, that it be rational and
reasonabl e, whatever the post-narket surveillance is.

Have | covered everything that we need to cover?

DR. GREENWALD: Dr. Boyan, | would feel nmuch nore
confortable if you avoi ded the use of post-nmarket
surveillance and use the word registry.

DR. BOYAN. Registry is fine with ne. Okay. So
strike the term"post-nmarket surveillance" and use the term
"registry" of patients receiving this device.

So that is the notion on the floor. Since the
noti on has been noved and seconded, then, let's bring it to
a vote. WIIl all those in favor of the notion, raise their
hand.

[ Show of hands. ]

DR. BOYAN: W are going to have to go around the
room Ckay. Hands down.

Let's start with you, Dr. Skinner. Are you in

favor, against, or abstain?
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SKINNER: M hand is up in favor.
GREENVALD: | amin favor.
RUDICEL: | amin favor.
RANGASWAMY: | amin favor.
BESSER: | abstain.

DAVI D NELSON: | amin favor.

ROGER NELSON: | amin favor.

T 3 3 3 3 3 3 3

BOYAN: And Dr. Silkaitis and Dr. Hol eman
cannot vote.

Al right. The notion carried. W have no votes
agai nst the notion. W have one abstention.

Now, the recomendati on of the panel, then, is
that the premarket approval for the Avanta Braun-Cutter
Trapezi o- Met acarpal Prosthesis be reconmended with
conditions as descri bed.

| would i ke to turn this over to our executive
secretary.

MS. NASHMAN. | guess we are about to adjourn for
the afternoon. It has gone rather quickly. | would like to
rem nd panel nenbers to please take all of your confidential
material with you. W have been having sone problens with
the | ocks on the door.

DR. BOYAN: Wit one second. Don't we need to

have opportunity to explain are there any issues --
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DR WTTEN: | think they need to explain why. W
need to go around the room and everyone state why they were
in favor or against.

DR. BOYAN. That is exactly what | was trying to
state.

Dr. Skinner, would you like to state why you were
in favor of the notion?

DR. SKINNER: | felt that the evidence provided
was valid scientific evidence to support a recommendati on
for approval with conditions.

DR. BOYAN: Dr. G eenwal d.

DR. GREENWALD: | too believe that given the
m ni mal indicated use vis-a-vis the nunber of these devices,
that the evidence presented, although rather singular, was
in fact reasonably convincing, and | believe that to deny
surgeons and their patients the opportunity to utilize these
devices for the indications indicated would be a wong.

DR. BOYAN. Dr. Rudicel.

DR. RUDICEL: | think the material presented shows
that the device is safe. | think we had m ninmal data
show ng its effectiveness, and adding the proviso to the
acceptance, | think will allow us to continue to show its
ef fectiveness.

DR BOYAN: Dr. Rangaswany.
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DR. RANGASWAMY: | woul d probably say the sane
thing that Dr. G eenwal d said.

DR. BOYAN: Dr. Besser.

DR. BESSER | will agree with Dr. Rudicel just to
be different. | think that the device has been shown to be
saf e. | haven't seen evidence to showthat it is effective,

and | am not sure whether the registry will be thorough
enough, | guess, to gather that data, but again, | saw no
reason to deny surgeons the opportunity to use this device
shoul d they choose. Therefore, | abstained.

DR. BOYAN. Thank you. Dr. David Nel son.

DR. DAVID NELSON: Well, | think given the
definition of legitimate scientific evidence by M. Dillard,
we did have that evidence that it was reasonably safe and
reasonably effective, not scientifically safe and effective,
it is not that level, but it is reasonably safe, reasonable
effective, and | agree with Dr. Geenwald that | think it
woul d be inappropriate to deny this prosthesis to those
surgeons who feel they understand it and want to use it
based on their surgical judgnents closed to other options,
and woul d be inappropriate to deny it also to their
patients.

DR. ROGER NELSON: | agree with Dr. David Nel son

internms of all of the itenms, so nothing additional to add.
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DR. BOYAN. | want to thank the panel and rem nd
everybody that we are to absolutely renmenber that this is
confidential material that we have carried into the room
and Ms. Nashman is going to tell us what to do with our
mat eri al .

MS. NASHMAN:. Just take it up to your roons this
eveni ng, please. Tonorrow, we will destroy it.

DR. BOYAN. Do | have a notion to adjourn?

DR. ROGER NELSON: So noved.

DR. BOYAN. Second?

DR SILKAITIS: Second.

DR. BOYAN. W are adj our ned.

[ Wher eupon, at 2:55 p.m, the neeting was

adj ourned, to reconvene on Tuesday, June 10, 1997.]
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